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CLAIM AMENDMENTS 

1. (Currently Amended) A method of treating or provont i ng or 
preventing an autoimmune disorder in a subject, comprising the step of 
administering to a subject in need of such treatment an effective amount of at least 
one sterol absorption Inhibitor or a pharmaceutical^ acceptable salt or solvate 
thereof, wherein the at least one sterol absorption inhibitor is selected from the group 
consisting of sterol absorption inhibitors represented by the following Formulae: 

(a) Formula (I): 

R R 2 
Ar 1 -X m -(C) q -Y n -(C) r Z p 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 
R 4 -substituted aryl; 

3 S 

Ar is aryl or R -substituted aryl; 

X, Y and 2 are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(di!ower alkyl)-; 

2 6 

R and R are independently selected from the group consisting of -OR , 
~0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
q is 0 or 1; 
r is 0 or 1; 
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m, n and p are independently selected from 0, 1, 2, 3 or 4; provided that at 
least one of q and r is 1, and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5: 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 _ 5 OR*. -0(CO)NrV, 
-NR 6 R 7 , -NR*(CO)R 7 , -NR 6 (C°)OR 9 . -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 
-CONrV, -COR 6 , -S0 2 NrV, SfO^R*, -O(CH 2 ) M0 -COOR 6 , 

-O(CH 2 ) 1 _ 10 CONR 6 R 7 , -(lower alkylene)COOR 8 , -CH=CH-COOR 6 , -CF., -CN, 
-N0 2 and halogen; 

R S is 1-5 substituents independently selected from the group consisting of 
-OR 8 , -0(CO)R 6 , -0(CO)OR 9 , -OfCH^gOR 6 , -CXCOJNrV, -NR 6 R 7 . 
-NR $ (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONrV, 
-COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O^H^^-COOR 6 , -CKCH^.^CONrV. 
-(lower alkylene)COOR 6 and -CH=CH-COOR $ ; 

6 T 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

R 9 Is lower aikyl, aryl or aryl-substituted lower alkyl; 
(b) Formula (111): 



or a pharmaoeutically acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 




(III) 



1 3 

Ar is R -substituted aryl; 

2 4 

Ar is R -substituted aryl; 

3 5 

Ar Is R -substituted aryl; 
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Y and Z are independently selected from the group consisting of -CH 2 -, 
-CH(tower alkyl)- and -C(dilower alkyl)-; 

A is selected from -O-, -S-, -S(O)- or -S(0) r ; 

R 1 is selected from the group consisting of -OR 6 , -0(CO)R 6 , -0(CO)OR 9 and 

6 7 2 

-0(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkyl and 

1 2 

aryl; or R and R together are =0; 
q is 1,2 or 3; 
p is 0, 1, 2, 3 or 4; 

R 5 is 1-3 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OfCH^OR 9 , -0(CO)NR 6 R 7 , -NrV, -NR 6 (CO)R 7 , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 f -NR 6 S0 2 -lower alkyl, -NR*S0 2 -aryl, -CONrV, - 
COR 6 , -S0 2 NR 6 R 7 , S(0) M -alkyl, S(0)^ 2 -aryl, -©(CH^o-COOR*, -0(CH 2 )^ 

6 7 

10 CONR R , o-halogeno, m-halogeno, o-lower alkyl, m-lower alkyl, -(lower alkylene)- 

COOR 6 , and 

-CH=CH-COOR 6 ; 

R and R are independently 1-3 substituents independently selected from the 

5 

group consisting of R , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and p-halogeno; 

6 Z 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

9 

R is lower alkyl, aryl or aryl-substltuted lower alkyl; 
(c) Formula (IV): 




(IV) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, In 
Formula (IV) above: 
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2 2 

A is selected from the group consisting of R -substituted heterocycloalkyl, R - 

2 2 

substituted heteroaryl, R -substituted benzofused heterocycloalkyl, and R - 
substituted benzofused heteroaryl; 

Ar 1 is aryl or R 3 -substituted aryl; 

Ar 2 is aryl or R 4 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 
(R 6 )a 

spiro group v ' b ; and 

1 

R is selected from the group consisting of: 

-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-<CH 2 ) ft -G-(CH 2 ) r -, wherein G is -O-, -C(Oh phenylene, -NR 8 - or 
-S(O) 0 . 2 ., e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C 2 -C e alkenylene)-; and 

-(CH 2 ) r V-(CH 2 ) fl -, wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 0- 
5, provided that the sum of f and g is 1-6; 

5 

R is selected from: 
-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C^H^R 9 )-, or- + NCr ; 

6 7 

R and R are independently selected from the group consisting of 
-CIV, -CH(C r C 6 alkyl)-, ^C(dKC r C 6 ) alkyl), -CH=CH- and 

5 6 5 

-C(C r C 5 alkyl)=CH-; or R together with an adjacent R , or R together with an 
adjacent R 7 , form a -CH=CH- or a -CHsCCC^Cg alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; provided 
that when R 6 is -CH-CH- or -C(C r C e alkyl)=CH-, a is 1 ; provided that when R 7 Is 
-CH=CH- or -C(C 1 -C S alkyl)=CH-, b is 1; provided that when a is 2 or 3, the R% can 

be the same or different; and provided that when b is 2 or 3, the R 7, s can be the 
same or different; 
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and when Q is a bond, R 1 also can be selected from: 

R 10 Fj? 12 R 10 R 10 

HU-Yd-C-ZK- , -^-(C^Yn-tQt-Zp- or -Xj-(C) v -Y k -S(0)o. 2 -; 
R 11 ^11 R 11 

where M is -O-, -S-, -S(O)- or -S(0) r ; 

X, Y and 2 are independently selected from the group consisting of 
-CH r , -CH^-Cg alkyl)- and -C(dKC r Ce) alkyl); 

10 12 

R and R are independently selected from the group consisting of 
-OR 14 , -0(CO)R 14 , -0(CO)OR 16 and -0(C0)NR 14 R 15 ; 

R 11 and R 13 are independently selected from the group consisting of 
hydrogen, (C^C^alkyl and aryl; or R 10 and R 11 together are -O, or R 12 and R 13 
together are =0; 

d is 1,2 or 3; 

h is 0, 1,2, 3 or 4; 

s is 0 or 1; t is 0 or 1; m, n and p are independently 0-4; provided that at 
least one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; provided that when p 
is 0 and t is 1 , the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1 . 
the sum of m, t and n is 1-5; 

v is 0 or 1; 

j and k are independently 1-5, provided that the sum of j, k and v is 1*5; 
2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C^C^alkyl, (C 2 -C 10 }alkenyl f (C 2 -C 10 )alkyhyl, 

(C 3 -C 6 )cycloalkyl, (C 3 -C 6 )cycloalkenyl, R 1 ^substituted aryl, R 1 ^substituted benzyl, 

R 1 ^substituted benzyloxy, R 1 ^substituted aryloxy, halogeno, -NR 14 R 15 , 

NR 14 R 15 (C 1 -C $ alkylene)-, NR 14 R 15 C(0)(C r C 6 alkylene)-,-NHC(0)R 16 , 

OH, C r C 6 alkoxy, -OC(0)R 16 , -COR 14 , hydroxy(C r C 6 )alkyl, (C 1 -C 6 )alkoxy(C 1 - 

C$)alkyl, N0 2 , -S(0)^R 16 , -S0 2 NR 14 R 15 and -(C r C 6 alkylene)COOR 14 ; when R 2 is a 
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substituent on a heterocycloalkyl ring, R is as defined, or is =0 or ^o' ; 

2 

and, where R is a substituent on a substitutable ring nitrogen, rt is hydrogen, 
(C 1 -C 6 )alkyl, aryl, (C^C^alkoxy, aryloxy, (C^C^alkylcarbonyl, arylcarbonyl, hydroxy, 

-(CH 2 ) 1-e CONR 18 R 1 *, 




wherein J is -O-, -NH-, -NR 18 - or -CH 2 s 

3 4 

R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^C^alkyl, 

-OR 14 , -0(CO)R 14 , -0(CO)OR 18 , -0(CH 2 )^OR 14 , -0(CO)NR 14 R 15 , -NR 14 R 15 , 

-NR 14 (CO)R 1S , -NR 14 (CO)OR lS , -NR 14 (C0)NR 15 R 19 , -NR 14 S02R 1$ , -COOR 14 , 

-CONR 14 R 15 f -COR 14 , -S02NR 14 R 15 , SCO^R 16 , -OCCH^^^-COOR 14 , 

-O(CH 2 ) 1 . 10 CONR 14 R 1s , -(C r C 6 alkylene)-COOR 14 , -CH=CH-COOR 14 , -CF 3 , -CN, - 
N0 2 and halogen; 

R 8 is hydrogen, (C^C^alkyl, aryl (C^C^alkyl, -C(0)R 14 or -COOR 14 ; 

9 17 

R and R are independently 1-3 groups independently selected from the 
group consisting of hydrogen, (C^C^alkyl, (C r C 6 )alkoxy, -COOH, N0 2 , 

-NR 14 R 15 , OH and halogeno; 

14 13 

R and R are independently selected from the group consisting of 
hydrogen, (C 1 -C 6 )alkyl, aryl and aryl-substituted (C r C 6 )alkyl; 

R 19 is (C r C 6 )alkyl, aryl or R 1 ^substituted aryl; 

18 

R is hydrogen or (C r C 6 )alkyl; and 

R is hydrogen, hydroxy or (^-CsJalkoxy; 

(d) Formula (V): 
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(V) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (V) above: 

1 10 

Ar is aryl, R -substituted aryl or heteroaryl; 

2 4 

Ar is aryl or R -substituted aryl; 
Ar is aryl or R -substituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CH{lower alkyl)- and -C(dilower alkyl)-; 

R is -OR 6 , -0(CO)R 8 , -O(0O)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower 

alkyl or aryl; or R and R 1 together are =0; 
q is 0 or 1 ; 
r is 0, 1 or 2; 

m and n are independently 0, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1, 2, 3, 4 or 5; 

R 4 is 1-5 subst'rtuents independently selected from the group consisting of 

lower alkyl, -OR 6 , -0(CO)R 6 f -0(CO)OR*> -OCCH^OR 6 , -0(CO)NR 6 R 7 , 

-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 

-CONR V, -COR 6 , -S0 2 NR 6 R 7 , SCO^R*, -OCCH^^^-COOR 6 , 

-OCCH^oCONrV, -(lower alkylene)COOR 6 and -CH^CH-COOR 6 ; 
s 

R is 1-5 subst'rtuents Independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ),. 5 OR 6 , -0(CO)NFiV, -NrV, -NR 6 (CO)R ? , 
-NR 6 (CO)OR*. -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , -COR 6 , - 

so 2 nr 6 r 7 , SfOj^R 9 . -occh^^^-coor 6 , -occh^^conrV. -CF 3 , -CN, -no 2 , 
halogen, 

J63685.DOC 

8 



PAGE 12/111 * RCVD AT 613/20074:54:07 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-2/2 * DNIS:2738300 ' CSID:412 471 4094 ' DURATION (mm-ss):2M4 



JUN-05-2007 17:06 



The Webb Law Firm 



412 471 4094 P. 013 



Application No. 10/700,909 

Paper Dated June 5, 2007 

In Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 

-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 

R 10 is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -O(C0)R 6 , -0(CO)OR 9 , -CKCH^OR 6 , -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NrV, -NR 6 S0 2 R 9 , -COOR*. 
-CONrV, -COR*, -S0 2 NR 6 R 7 , -SfO^R 9 , OCCH^o-COOR 8 , 

■OCCH^^^CONrV, -CF 3 , -CN, -N0 2 and halogen; 



(e) Formula (VI): 



N Ri— (R 2 )v A / R20 



I 

(R 3 )u- 



O R 



21 



or a.pharmaceutically acceptable salt thereof or a solvate thereof, wherein: 
R1 is 

-CH-, -C(lower alkyl)-. -&F-, -k(OH)-, -C(C 8 H S )-, -0(0^4^ 5)-, 



I 



(VI) 



-N- or J NO" ; 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CH(lower alkyl)-, -C(di-lower alkyl)-, -CH=CH- and -C(lower alkyl)=CH-; or 
R1 together with an adjacent R2, or R1 together with an adjacent R3, form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1, 2 or 3, provided both are not zero; provided 
that when R2 is -CH=CH- or -C(lower alkyl)=CH-, v is 1; provided that when R3 is 

J63685JDOC 
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-CH=CH- or -C(lower alkyl)=CH-, u is 1; provided that when v is 2 or 3, the R2's can 
be the same or different; and provided that when u is 2 or 3, the R3's can be the 
same or different; 

R4 is selected from B-(CH2)mC(0)-, wherein m is 0, 1 , 2, 3, 4 or 5; 
B-(CH2) q -, wherein q is 0, 1 , 2, 3, 4, 5 or 6; 

B-(CH2)e-2-(CH2)r, wherein Z is -O-, -C(O)-, phenylene, -N(R8)- or -S(O)0-2- e is 

0, 1 , 2. 3, 4 or 5 and r is 0, 1 , 2, 3, 4 or 5, provided that the sum of e and r is 0. 1, 2, 
3, 4, 5 or 6; 

B-<C2-C6 alkenylene)-; 
B-(C4-C6 alkadienylene)-; 

B-(CH2)t-Z-(C2-C6 alkenylene)-, wherein Z is as defined above, and wherein t is 0, 

1, 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2, 3, 4, 5 or 6; 

B-(CH2)f-V-(CH2)g-. wherein V is C3-C6 cycloalkylene, f is 1 , 2, 3, 4 or 5 and g is 0, 

1, 2, 3, 4 or 5, provided that the sum of f and g is 1, 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-C6 alkenylene)- or 

B-(C2-C6 alkenylene)-V-(CH2)t-, wherein V and t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 
or 6; 

B-(CH2)a-Z-(CH2)b-V-(CH2)d-, wherein Z and V are as defined above and a, b and 
d are independently 0, 1 , 2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1 , 2, 
3, 4, 5 or 6; or T-(CH2) S -, wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1, 

2, 3, 4, 5 or 6; or 

i 

R-j and R4 together form the group 6-CH=C- ; 

B is selected from indanyl, Indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazlnyl, Imidazolyl, thiazolyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 
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R15 

y6 




R 17 

W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedloyl, lower alkyl 
lower alkanedloyl, allyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 
R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, N02,-N(R8)(R9). N(Rs)(R9)-lower 
alkylene-, N(Rs)(R9)-lower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(0)ORio, 
-NHC(O)Ri0, R11O2SNH-, (R1102S)2N-, -S(0)2NH2, -S(O)0-2R8. tert- 
butyldimethyl-silyloxymethyl, -C(0)R12. -COORig, -CON(Rs)(R9), 
CH=CHC(0)R12, -lower alkylene-C(0)Ri2, Rl oC{0)(lower alkylenyloxy)-, 

- CH 2 - N \* 13 

N(R8)(R9)C(0)(lower alkylenyloxy)- and > — ' for substitution on ring 
carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(O)ORi0. 
-C(O)Ri0, OH, N(Rs)(R9)-lower alkylene-, N(Rs)(R9)-lower alkylenyloxy-, - 
S(0)2NH2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, NO2, -N(Rs)(R9), OH, and halogeno; 

R8 and Rg are independently selected from H or lower alkyl; 

R-10 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzyl; 

R11 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 

R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy. 



^ — r , -N(R8)(R9), lower alkyl, phenyl or R7-phenyl; 
R13 is selected from -O-, -CH2-, -NH-, -N(lower alkyl)- or -NC(0)Rig; 
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R15. R16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 
R20 and R21 are independently selected from the group consisting of phenyl, W- 

substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 
is as defined above; 

(f) Formula (VllA) or (VIIB): 



B 



R 



A 



B' — D' 




■N, 



(VIIA) 



or 



B 



R 



A 




(VIIB) 



or a pharmaceutically acceptable salt or solvate thereof, 
wherein: 

A is -CH=CH-, -C^C- or -(CH2)p- wherein p is 0, 1 or 2; 
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B is 



B* is 




D is -(CH2) m C(0)- or -(CH2)q- wherein m is 1 , 2, 3 or 4 and q Is 2, 3 or 4; 

E is C10 to C20 alkyl or -C(0)-(C9 to C-|g)-alkyl, wherein the alkyl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH2)r -1 wherein r is 0, 1 , 2, or 3; 

R1. R2» R3, R1\ R2*, and Ry are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2 r OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)ORs, R6O2SNH- and -S(0)2NH2; 

R4 is 




wherein n is 0, 1 , 2 or 3; 

R5 is lower alkyl; and 

R6 is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the 
substftuents are 1-3 groups independently selected from the group consisting of 
lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH r halogeno, lower alkylamino and 
dilower alkylamino; 

(g) Formula (VIII); 



J<S3$85.00C 
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Ar 



■ 1 -R 1 -Q 



O' 




(VIII) 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above, 

R26 isHor OG1; 



OH, G Is not H; 

R, R a and R b are independently selected from the group consisting of H, -OH, 
halogeno, -NH2p azido, (Ci-C6)alkoxy(C-|-C6)-a!koxy or-W-R30 ; 

W is independently selected from the group consisting of -NH-C(OH -O-C(O)- 
t -0-C(0)-N(R31)., -NH-C(0)-N(r31). and -0-C(S)-N<R31)-; 

R 2 and R 6 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl(Ci-C6)alkyl; 

R 3 , r4 r5 i r7 ? R3a anc j R4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl r aryi(C<i-C6)alkyl, -C(0)(Ci-C6)alkyl and 
-C(0)aryl; 

R30 i S selected from the group consisting of R32-s U bstrtuted T, 
R32_ su bstituted-T-(Ci~C6)alkyl, R32- S ubstituted-(C2-C4)alkenyl, 



G and G 1 are independently selected from the group consisting of 



H, 





provided that when R26 j s h or 



J63685.DOC 
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R32. SU bstituted-(Ci-C6)alkyl, R 32 -substituted-(C3-C7)cycloalkyl and 
R32_ su t, s tituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

R3 1 is selected from the group consisting of H and (Ci-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl p pyrazolyl, 
imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, .oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulfinyl, (Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, 
-C(0)-N((Ci-C4)alkyl)2, -C(OMCi-C 4 )alky[, -C(0)-(Ci-C4)alkoxy and 
pyrrolidinylcarbonyl; or R 3 2 j S a covalent bond and R 31 , the nitrogen to which it is 
attached and R 3 2 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indoNnyl or 
morpholinyl group, or a (Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 

Ar 1 is aryl or R 1 ^-substituted aryl; 

Ar 2 is aryl or R 1 1 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

^ 1 H Rl3 )a 
forms the spiro group ( R )b — ; and 

is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH2)e-E-(CH2)r. wherein E is -O, -C(O)-, phenylene, -NR22. or 
-S(0)o-2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C2-Ce)alkenylene-; and 

-<CH2)f-V-(CH2)g-, wherein V is C3-C6 cycioalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
R12 is 
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-CH-, -C(C r C e atkyl)-, -CF-, ~C(OH)-. -C(C e H 4 -R 23 )-, -N-, or- + NO' ; 

R 1 3 and R 14 are independently selected from the group consisting of -CH2-, 
-CH(C1-C6 alkyl)-, -C(dKCi-C6) atkyl), -CH=CH- and 

-C(C1-C6 alkyl)=CH-; or R12 together with an adjacent R1 3, or R12 together with an 
adjacent r1 4 form a -CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 

provided that when R13 \ 3 -CH=CH- or -C(Ci-C6 alkyl)=CH-, a is 1; 

provided that when R 14 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1; 

provided that when a is 2 or 3, the R 13 's can be the same or different; and 

provided that when b is 2 or 3, the R 14 's can be the same or different; 

and when Q is a bond, R 1 also can be: 

R15 R 17 R 1S R 15 

-M-Yc-C-Z,,-, -X m -(C) s -Y n -(C) t -Zp- or _x r (C) v -Y k -S(0)o. 2 -; 
R 16 R 18 R 16 R16 

M is -O-, -S-, -S(O)- or -S(0)2-; 

X, Y and 2 are independently selected from thelgroup consisting of -CH2-. 
-CH(C1-C6)alkyl- and -C(di-(Ci-C6)alkyl); 

R 10 and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Cl-C6)alkyl, -OR19 -0(C0)R19, -0(CO)OR21, -0(CIH2)1-50R19, 
-O(CO)NR19r20, _nr19r20, -NR19(CO)R20 ( .NRl9(CO)OR21, 
-NR19(CO)NR20r25 ( -NR19 S 0 2 r21, -COOR 1 9, -CO^IR19r20 i -COR19, 
-SO 2 NR19r20, S(O)0-2R 21 , -0(CH2)1-10-COOR19 -O(CH 2 )1-10CONR19r20 i 
-(C1-C6 alkylene)-COOR 1 9, -CH=CH-COORl9 t _CF3, -CN, -NO2 and halogen; 

R 1 5 and R 17 are independently selected from the group consisting of -ORl9 t 
-O(C0)R 1 9, -0(CO)OR21 and -O(CO)NR19r20 : 

J6368S.DOC 
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R1 6 and R 1 8 are independently selected from the group consisting of H, 
(C-i-C6)alkyl and aryl; or R 15 and R 16 together are =0, or R 1 ? and R18 together 
are =0; 

d is 1,2 or 3; 

his 0, 1,2,3 or 4; 

s is 0 or 1; t Is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R 15 

-Xj-(C) v -Y k -S(0)o. 2 - 
and when Q is a bond and R 1 is r 16 , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

R 19 and R 20 are independently selected from the group consisting of H, 
(C-i-CeJalkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R21 is (Ci-C6)alkyl, aryl or R 24 -substituted aryl; 

R22 is h, (Ci-Cejalkyl, aryl (Ci-C6)alkyl, -C(0)R19 or -COOR 1 ^; 

R 23 and R 24 are independently 1*3 groups independently selected from the 
group consisting of H, (Ci-C6)alkyl, (Ci-C6)aikoxy, -COOH, NO2, 

~NR 19 R 20 , -OH and halogeno; and 

R25 is H, -OH or (Ci-C6)alkoxy; and 

(h) Formula (IX): 



J63685IXX: 
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(IX) 



or a pharmaceutical^ acceptable salt or solvate thereof, wherein in Formula (IX): 
R 1 is selected from the group consisting of H. G, G\ G 2 , -SQ 3 H and -PQ 3 H; 



G is selected from the group consisting of: H, 




R 



OR' 




OR** 



O ^CH 2 R C 



CH 2 R a 



and 



o~ -OR" 



— H 2 C-< 



wherein R, R a and Rp are each independently selected from the group 
consisting of H, -OH, halo, ~NH2, azido. (Ci-C6)alkoxy(Ci-C6)alkoxy or -W-R30; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N(R31)-, -NH-C(0)-N(R31). and 
-0-C(S)-N(R31).| 



J63685.DOC 
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R 2 and R 6 are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, acetyl, aryl and aryl(Ci-C6)a!kyl; 

R 3 R4, r5, pj t R3a anc j R4a are each independently selected from the 
group consisting of H, (Ci-C6)alkyl ? acetyl, aryl(C<|-C6)alkyl, -C(0)(Ci-C6)alkyl and - 
C(0)aryl; 

R 30 is independently selected from the group consisting of 
R 32 -substituted T, R 32 -substituted-T-(Ci-C6)alkyl, R 32 -substituted-(C2-C4)alkenyl, 
R32-substituted-(Ci-C6)alkyl, R32- S ubstituted-(C3-C7)cycloalkyl and R 32 - 
substituted-(C3-C7)cycloaIkyl(Ci -C6)alkyl; 

R 31 is independently selected from the group consisting of H and (Ci- 
C4)alkyl; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, benzothiazolyl, thiadlazolyl, 
pyrazolyl, imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents which are each 
independently selected from the group consisting of H, halo, (Ci-C4)alkyl, -OH, 
phenoxy, -CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulflnyl, (Cl-C4)alkylsuffonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl f -C(O)- 
N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and pyrrolidinylcarbonyl; 

or R32 is a covalent bond and R 31 , the nitrogen to which it is attached and R 32 form 
a pyrrolidinyi, piperidinyl, N-methyl-plperazinyl, indolinyl or morpholinyl group, or a 
(Ci-C4)alkoxycarbonyl-subst'rtuted pyrrolidinyi, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

G 1 is represented by the structure: 

J63685.DOC 
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O 



H I 

H or H 2 N 

wherein R 33 is Independently selected from the group consisting of unsubstituted 
alkyl, R^-substituted alkyl, (R 3S )(R 36 )alkyl-, 




R 34 is one to three substituents, each R 34 being independently selected from 
the group consisting of HOOC-, HO-, HS-, (CH 3 )S-, H 2 N-, (NH 2 )(NH)C(NH)-, 
(NH 2 )C(0)- and HOOCCH(NH 2 + )CH 2 SS-; 

R 35 is independently selected from the group consisting of H and NH r ; 

R 36 is independently selected from the group consisting of H, unsubstituted 
alkyl, R^-substituted alkyl, unsubstituted cycloalkyl and R M -substituted cycloalkyl; 



G 2 is represented by the structure: 

"CH R 38 



R 37 — a 



wherein R 37 and R 38 are each independently selected from the group consisting of 
(Ci-Ce)alkyl and aryl; 

R 26 is one to five substituents, each R26 being independently selected from 
the group consisting of: 

a) H; 

b) -OH; 

c) -OCH 3 ; 

d) fluorine; 



J635«5.DOC 

20 



PAGE 24/1 1 1 * RCVD AT 615/2007 4:54:07 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-2/2 ' DNIS:2738300 * CSID:412 471 4094 * DURATION (mm-ss):2M4 



JUN-05-2007 17:09 



The Webb Law Firm 



412 471 4094 P. 025 



Application No. 10/700,909 

Paper Dated June 5 r 2007 

In Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 

e) chlorine; 

f) -O-G; 
9) -CK3 1 ; 

h) -CMS 2 ; 

i) -S0 3 H; and 
j) -PO3H; 

provided that when R 1 is H, R 26 is not H, -OH, -OCH 3 or -O-G; 

Ar 1 Is aryl, R 1 0-substituted aryl, heteroaryl or R 10 -substituted heteroaryl; 

Ar 2 is aryl, R 11 -substituted aryl, heteroaryl or R 11 -substituted heteroaryl; 

L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CH2) q - f wherein q is 1-6; 

c) -(CH 2 )e-E-(CH 2 )r, wherein E is -O-, -C(O)-, phenylene, -NR 22 - or 
-S(0)(V2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

d) -(C 2 -C 6 )alkenylene-; 

e) -(CH2>rV-(CH 2 )g-, wherein V is Cs-Cecycloalkylene, f is 1-5 and 
g is 0-5, provided that the sum of f and g is 1-6; and 




wherein M is -O-, -S-, -S(O)- or-S(0) 2 -; 

X, Y and Z are each independently selected from the group consisting of 
-CH 2 -, -CH(Ci-C 6 )alkyl- and -CfdKd -Chalky I)-; 

R 8 is selected from the group consisting of H and alkyl; 

21 
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R 10 and R11 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Ci-Ce)alkyl. -OR 1 9, -O(C0)Rl9, -0(CO)Or21, -0(CH 2 )1-50R19, - 
O(CO)NR19r20 ( _ NR 19 R 20, -NR^CO^O, -NR19(C0)0R21, 
-NR19(CO)NR20r25 -NR19S0 2 R 21 , -COOR19, -CONR19R20, ^ 0 R19, - 
SO 2 NR19r20, S(O)0-2R 21 , -0(CH2)1.10-COOR19 -O(CH 2 )1-10CONR19r20 ( _ 
(C1-C6 alkylene)-COORl9, -CH=CH-COOR1 9 ( -CF3, -CN, -NO2 and halo; 

R 15 and R 17 are each independently selected from the group consisting of 
-OR 19 , -OC(0)R 19 , -OC(0)OR 2 \ - OC(0)NR 1d R 20 ; 

R 16 and R 18 are each independently selected from the group consisting of H, 
(Ci-C$)alkyl and aryl; 

or R 15 and R 16 together are =0, or R 17 and R 18 together are =0; 

d is 1 , 2 or 3; 
h is 0, 1,2. 3 or 4; 
s is 0 or 1 ; 
tisOor 1; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum of m, n and p is 1-5; and provided that 
when p is 0 and s is 1 , the sum of m, t and n is 1-5; 

v is 0 or 1; 

j and k are each independently 1-5, provided that the sum of j, k and v is 1-5; 

Q is a bond, -(CH2)q-, wherein q is 1-8, or, with the 3-posltion ring carbon of 
the azetidinone, forms the spiro group 

J6J^5.00C 
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V R 1 f-(R 13 )a 
(R 14 )b ' ; 

wherein R*1 2 j S 

11 J i i -.1 I 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or- + NO" ; 

R 1 3 and R14 are each independently selected from the group consisting of 
-CH2-. -CH(Ci-C6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and -C(Ci-Ce alkyl)=CH-; 
or R12 together with an adjacent R13, or r12 together with an adjacent R™, form a - 
CH=CH- or a -CH=C(C/|-C6 alkyl)- group; 

a and b are each independently 0, 1. 2 or 3, provided both are not zero; 
provided that when R13 j s -CH=CH- or -C(C1-C6 alkyl)=CH-, a is 1; provided that 
when R 14 Is -CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1; provided that when a is 2 or 
3, the R13' S can be the same or different; and provided that when b is 2 or 3, the 
R 14 's can be the same or different; 

and when Q is a bond and L is 



* — X* — Yk — $<0)0 * — 

then At 1 can also be pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, 
thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyi; 

R19 and R 20 are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

J63685.DOC 
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R21 is (Cl-C6)alkyl, aryl or R24- Sub stituted aryl; 

R22 is H, (Ci-Ce)alkyl, aryl (Ci-C6)alkyf, -C(0)R19 or-COOR™; 

R23 and R24 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of H, 
(Ci-C6)alkyl. (Ci-C6)alkoxy, -COOH, NO2, -NR19r20 ( _qh and halo; and 

R25 i s h, -OH or (Ci-C6)alkoxy; 
for the treat ment of an autoimmune disorder in a subject. 

2. (Original) The method according to claim 1, wherein the at least 
one sterol absorption inhibitor is represented by Formula (I): 

R R 2 

R 1 R 3 j \ 

J N 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 
R 4 -substituted aryl; 

Ar 3 is aryl or R 5 -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

R and R are independently selected from the group consisting of -OR 6 , 
-0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 

J636$$,OOC 
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qisOoM; 
risOoM; 

m f n and p are independently selected from 0, 1, 2, 3 or 4; provided that at 
least one of q and r is 1 t and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m ( q and n is 1 , 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR & , -0(CH 2 )^OR 6 , -0(CO)NR 6 R 7 , 
-NRV, -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , Wso2R 9 , ^COOR 6 
-conrV, -cor 6 , -so 2 nr 6 r 7 , S(0)^R\ -©(Chy^-COOR 6 , 

-©(CH^.^CONrV, -(lower alkylene)COOR 6 , -CH=CH-COOR 6 > -CF 3 , -CN, 
-N0 2 and halogen; 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 t -OfChy^OR 6 , -0(C0)NR 6 R 7 , -NrV, 
-NR 6 (CO)R 7 , -NR 6 (CO)OR 9 -NR 6 (CO)NR 7 R 8 , *NR 8 S0 2 R 9 , -COOR 6 , -CONrV, 
-COR 6 , -S0 2 NR 6 R 7 , S(0) w R 9 , -©(ch^^-coor 6 , -o^h^^conr V> 
-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl. 

3. (Original) The method according to claim 1 f wherein the at least 
one sterol absorption inhibitor is represented by Formula (II): 




(ID 
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or a pharmaceutical^ acceptable salt or solvate thereof. 
4.-10. (Cancel). 

11. (Original) The method according to claim 1, wherein the at least 
one sterol absorption inhibitor is administered to a subject in an amount ranging from 
about 0.1 to about 1000 milligrams of sterol absorption inhibitor per day. 

12. (Original) The method according to claim 1 , further comprising the 
step of administering at least one other agent useful for the treatment of an 
autoimmune disorder to the subject. ' 

13. (Currently Amended) The method according to claim 12, wherein 
the other agent useful for the treatment of an autoimmune disorder is selected from 
the group consisting of: 

a) disease modifying antirheumatic drugs; 

b) nonsteroidal antiinflammatory anti-inflammatory drugs; 

c) COX-2 selective inhibitors; 

d) COX-1 inhibitors; 

e) immunosuppressives; p70 S€ kinase inhibitors; and inosine 
monophosphate dehydrogenase inhibitors; 

f) steroids; 

g) biological response modifiers; and 

h) other agents useful for the treatment of autoimmune disorders. 

14. (Original) The method according to claim 1 , further comprising the 
step of administering at least one HMG CoA reductase inhibitor to the subject. 

15. (Original) The method according to claim 14, wherein the at least 
one HMG CoA reductase inhibitor is atorvastatin. 

J63685.DOC 

26 



PAGE 30/111 * RCVD AT 6/5/2007 4:54:07 PM [Eastern Daylight Time] ■ SVR:USPTO-EFXRF-2/2 ■ DNIS:2738300 * CSID:412 471 4094 * DURATION (mm*s):2W4 



JUN-05-2007 17:10 



The Webb Law Firm 



412 471 4094 P. 031 



Application No. 10/700,909 

Paper Dated June 5, 2007 

fn Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 

1 6. (Original) The method according to claim 14, wherein the at least 
one HMG CoA reductase inhibitor is simvastatin. 

17. (Original) The method according to claim 1 , wherein the subject has 
an autoimmune disorder selected from the group consisting of: Alopecia Areata, 
Ankylosing Spondylitis, Antiphospholipid Syndrome, Autoimmune Addison's Disease, 
Autoimmune Diabetes, Autoimmune Hemolytic Anemia, Autoimmune Hepatitis, 
Behcet's Disease, Bullous Pemphigoid, Cardiomyopathy, Celiac Sprue-Dermatitis, 
Chronic Fatigue Immune Dysfunction Syndrome (CFIDS), Chronic Inflammatory 
Demyelinating Polyneuropathy, Churg-Strauss Syndrome, Cicatricial Pemphigoid, 
CREST Syndrome, Cold Agglutinin Disease, Crohn's Disease, Discoid Lupus, 
Essential Mixed Cryoglobulinemia, Fibromyalgia-Fibromyositis, Good Pasture 
Syndrome, Graft Versus Host Disease, Graves' Disease, Guillain-Barre, Hashimoto's 
Thyroiditis, Idiopathic Pulmonary Fibrosis, Idiopathic Thrombocytopenia Purpura 
(ITP), IgA Nephropathy, Insulin Dependent Diabetes, Juvenile Arthritis, Lichen 
Planus, Lupus , Meniere's Disease, Mixed Connective Tissue Disease, Multiple 
Sclerosis, Myasthenia Gravis, Myositis, Pemphigus Vulgaris, Pernicious Anemia, 
Polyarteritis Nodosa, Polychondritis, Polyglandular Syndromes, Polymyalgia 
Rheumatica, Polymyositis and Dermatomyositis, Primary Agammaglobulinemia, 
Primary Biliary Cirrhosis, Psoriasis, Raynaud's Phenomenon, Reiter*s Syndrome, 
Rheumatic Fever, Rheumatoid Arthritis, Sarcoidosis, Scleroderma, Sjogren's 
Syndrome, Stiff-Man Syndrome, Takayasu Arteritis, Temporal Arteritis/GianT-cell 
Arteritis, Ulcerative Colitis, Uveitis, Vasculitis, Vitiligo, and Wegener's 
Granulomatosis. 

1 8. (Original) The method according to claim 1 , wherein said sterol 
absorption inhibitor disrupts lipid raft formation and/or organization within the cell 
membranes of leukocytes. 

19. (Original) The method according to claim 18, wherein said lipid raft 
disruption affects the pathogenesis of said autoimmune disorder by affecting at least 
one immune response selected from the group consisting of antigen presentation, T- 
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cell activation, T-cell receptor signaling, adhesion molecule function, chemokine 
receptor signaling, and combinations thereof. 



20. (Original) A method of treating or preventing an autoimmune 
disorder in a subject is provided, comprising the step of administering to a subject in 
need of such treatment an effective amount of at least one sterol absorption inhibitor 
represented by Formula (II) below: 




(») 

or a pharmaceutically acceptable salt or solvate thereof; 
for the treatment of an autoimmune disorder in a subject. 

21. (Original) The method according to claim 20, wherein the subject 
has an autoimmune disorder selected from the group consisting of: Alopecia Areata, 
Ankylosing Spondylitic Antiphospholipid Syndrome, aplastic anemia, 
myelodysplastic syndromes, paroxysmal nocturnal hemoglobulinemia, pure red cell 
aplasia, chronic neutropenias, amegakaryocytic thrombocytopenia, antiphospholipid 
syndromes, autoimmune thrombocytopenia, autoimmune hemolytic syndromes, 
antiphospholipid syndromes, autoimmune gastritis, achlorhydria, Autoimmune 
Addison's Disease, Autoimmune Diabetes, Autoimmune Hemolytic Anemia, 
Autoimmune Hepatitis, Autoimmune hypophysitis, Autoimmune orchiditis, 
autoimmune ovarian failure, Behcet's Disease, Bullous Pemphigoid, 
Cardiomyopathy, Celiac Sprue-Dermatitis, Cicatrical pemphigoid, Chronic Fatigue 
Immune Dysfunction Syndrome (CFIDS), Chronic Inflammatory Demyelinating 
Polyneuropathy, Interstitial cystitis, Churg-Strauss Syndrome, Cicatricial 
Pemphigoid, CREST Syndrome, Cold Agglutinin Disease, Crohn's Disease, 
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Dermatitis herpetiformis, Discoid Lupus, Drug-induced autoimmune disorders, 
Endometriosis, Epidermolysis bullosa acquisita, Essential Mixed Cryoglobulinemia, 
Fibromyalgia-Fibromyosrtis, Glomerulonephritis, Good Pasture Syndrome, Graft 
Versus Host Disease, Graves' Disease, Guillain-Barr6, Hashimoto's Thyroiditis, 
Idiopathic Inflammatory Myopathies, Idiopathic Pulmonary Fibrosis, Idiopathic 
Thrombocytopenia Purpura (ITP), IgA Nephropathy, Insulin Dependent Diabetes, 
Juvenile Arthritis, Lichen Planus, Systemic Lupus Erythematosus , M6ni£re's Disease, 
Metal-induced autoimmunity disorders, Mixed Connective Tissue Disease, Multiple 
Sclerosis, Myasthenia Gravis, Myocarditis, Myositis, Optic neuritis, 
Painless/postpartum thyroiditis, Peripheral nerve vasculitis, Pemphigus Foliaceus, 
Pemphigus Vulgaris, Pernicious Anemia, Polyarteritis Nodosa, Polychondritis, 
Polyglandular Syndromes, Polymyalgia Rheumatica, Polymyositis and 
Dermatomyositis, Postinfectious autoimmune disorders, Primary 
Agammaglobulinemia, Primary Biliary Cirrhosis, Psoriasis, Psoriatic Arthritis, 
Reactive Arthritis, Raynaud's Phenomenon, Reiter's Syndrome, Rheumatic Fever, 
Rheumatoid Arthritis, Sarcoidosis, Scleritis, Scleroderma, Sjogren's Syndrome, Stiff- 
Man Syndrome, Takayasu Arteritis, Temporal Arteritis/Giant-cell Arteritis, Ulcerative 
Colitis, Uveitis, Vasculitis, Vitiligo, and Wegener's Granulomatosis. 

22. (Original) The method according to claim 20, further comprising the 
step of administering to said subject at least one other agent useful for the treatment 
of an autoimmune disorder. 

23. (Original) The method according to claim 22, wherein the subject 
has rheumatoid arthritis and wherein said other agent is selected from the group 
consisting of COX-2 inhibitors, COX inhibitors, immunosuppressives, steroids, PDE 
IV inhibitors, anti-TNF-a compounds, MMP inhibitors, glucocorticoids, chemokine 
inhibitors, CB2-selective inhibitors and combinations thereof. 

24. (Currently Amended) A method of treating or prevonting 
rheumatoid arthritis in a subject, comprising the step of administering to a subject in 
need of such treatment an effective amount of at least one sterol absorption inhibitor 
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or a pharmaceutical^ acceptable salt or solvate thereof, wherein the at least one 
sterol absorption inhibitor Is selected from the group consisting of sterol absorption 
inhibitors represented by the following Formulae: 

(a) Formula (I): 

R R 2 

Ar 1 -X m KC) q -Y n .(C) r -Zp 

I I V 

R 1 R 3 

J- 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 
R 4 -substituted aryl; 

Ar 3 is aryl or R 5 -substituted aryl; 

X, Y and 2 are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

R and R 2 are independently selected from the group consisting of -OR 6 , 
-0(CO)R 6 , ^0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
q is 0 or 1; 
r is 0 or 1; 

m, n and p are independently selected from 0, 1 , 2, 3 or 4; provided that at 
least one of q and r is 1, and the sum of m, n, p. q and r is 1, 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^OR 6 , -0(CO)NR s R 7 , 
-NR 6 R 7 , -NR S (C0)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 



Ar 2 
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-CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(0)<^R 9 , -ofCH^^-cooR 6 , 

-O(CH 2 ) 1 . 10 CONR e R 7 > -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , ~CN, 
-N0 2 and halogen; 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -O(C0)0R d , -OfCH^OR 6 , -0(CO)NR 6 R 7 , -NR 6 R 7 , 
-NR*(CO)R 7 , -NR 6 (CO)OR 9 f -NR 6 (CO)NrV, -NR 6 S0 2 R*, -COOR*, -CONR 6 R 7 , 
-COR*, -S0 2 NR 6 R 7 , S(0)^ 2 R 9 , -o(ch 2 v 10 -coor 6 , ^(CHJ W0 CONrV b 
-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
R is lower alkyl, aryl or aryl-substituted lower alkyl; 

(b) Formula (III); 




or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 

Ar 1 is R 3 -substituted aryl; 

2 4 

Ar is R -substituted aryl; 
Ar is R -substituted aryl; 

Y and Z are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

A Is selected from -O-, -S-, -S(O)- or -S(0) 2 -; 

R 1 is selected from the group consisting of -OR 6 r -0(CO)R 6 , -0(CO)OR 9 and 

6 7 2 

-0(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkyl and 

1 2 

aryl; or R and R together are =0; 
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q is 1, 2 or 3; 
pis 0, 1, 2, 3 or 4; 

R 5 is 1-3 substrtuents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 )^0R 9 , -0(CO)NR 6 R 7 . -NR 6 R 7 , -NR 6 (CO)R 7 , 
-NR B (CO)OR*, -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 -!ower alkyl, -NR*SO r aryl, -CONR 6 R 7 , - 
COR 8 , -S0 2 NR 6 R 7 , S(0)o. 2 -alkyl. S(0)„-aryL -CKCH^.^-COOR 6 , -0(CH 2 ) u 
10 CONR*R 7 o-halogeno t m-halogeno, o-lower alkyl, m-lower alkyl, -(lower alkylene)- 
COOR 8 , and 
-CH=CH-COOR 6 ; 

5 4 

R and R are independently 1-3 substituents independently selected from the 
group consisting of R 5 , hydrogen, p-Iower alkyl, aryl, -N0 2 , -CF 3 and p-halogeno; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

R 9 is lower alkyl, aryl or aryl-substituted lower alkyl; 



(c) Formula (IV): 



Ar 1 -R 1 -Q, 



K Nf>-A 



-N 



(IV) 

or a pharmaceutically acceptable salt thereof or a solvate thereof, wherein, in 
Formula (IV) above: 

A is selected from the group consisting of R 2 -substituted heterocycloalkyl, R 2 - 
substituted heteroaryl, R 2 -subst"rtuted benzofused heterocycloalkyl, and R 2 - 
substituted benzofused heteroaryl; 

1 3 

Ar is aryl or R -substituted aryl; 

2 4 

Ar is aryl or R -substituted aryl; 
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Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

"Rf— (R 6 ) a 
spiro group ^ ; and 

R 1 is selected from the group consisting of; 

-( CH 2) q -> wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH 2 VG-(CH 2 ) r -, wherein G is -O-, -C(O)-, phenylene, -NR 8 - or 
-S(0)o.2- r e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(0 2 -C 6 alkenylene)-; and 

-(CH 2 ) r V-(CH 2 ) g - wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 0- 
5, provided that the sum of f and g is 1-6; 

3 

R is selected from: 

ii ii i | i 

-CH-, -C^-Ce alkyl)-, -CF-, -C(OH)-, -CfCeH^R 9 )-, -N-, or-+NO" ; 

6 7 

R and R are independently selected from the group consisting of 
-CH r , -CH(C r C e alkyl)-, -C(di-(C r C 6 ) alkyl), -CH=CH- and 

-C(C r C 6 alkyl)=CH-; or R 5 together with an adjacent R 6 ( or R 5 together with an 
adjacent R 7 , form a -CH=CH~ or a -CH=C(C r C 6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; provided 
that when R 8 is -CH=CH- or -C(C r C 6 alkyl)=CH-, a is 1; provided that when R 7 is 
-CH=CH- or -C^-Cg alkyl)=CH-, b is 1; provided that when a is 2 or 3, the R 6 's can 

be the same or different; and provided that when b is 2 or 3, the R 7, s can be the 
same or different; 

and when Q is a bond, R 1 also can be selected from: 

R 10 R 12 R 10 R 10 

HVI-Y d -C-Z h -,^X m -(C) s -Y ri -(C) t -2 p - or -x^C^-Y^O)^-; 
R 11 R 13 R11 R11 

where M is -O, -S-, -S(O)- or -S(0) 2 -; 
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X, Y and Z are independently selected from the group consisting of 
-CH r , -CH(C r C $ alkyl)- and -CCdKC^-Cj) alkyl); 

R 10 and R 12 are independently selected from the group consisting of 
-OR 14 , -0(CO)R 14 , -0(CO)OR 16 and -0(CO)NR 14 R 15 ; 

11 13 

R and R are independently selected from the group consisting of 
hydrogen, (C^CeJalkyl and aryl; or R 10 and R 11 together are =O f or R 12 and R 13 
together are =0; 

d is 1,2 or 3; 

h is 0, 1,2, 3 or 4; 

s is 0 or 1; t is 0 or 1; m, n and p are Independently 0-4; provided that at 
least one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; provided that when p 
is 0 and t is 1 , the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1 , 
the sum of m, t and n is 1-5; 

v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of J, k and v is 1-5; 

2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C r C 10 )alkyl f (C 2 -C 10 )alkenyl, (C 2 -C 10 )alkynyl, 

(C 3 -C 6 )cycloalkyl, (Cg-C^cycloalkenyl, R 1 ^substituted aryl, R 17 -substituted benzyl, 

R 1 ^substituted benzyloxy, R 1 ^substituted aryloxy, halogeno, -NR t4 R lS , 

NR l4 R 15 (C r C 6 alkylene)-, NR 1 V 5 C(0)(C r C 6 alkylene)- T -NHC(0)R 16 , 

OH, C r C 6 alkoxy, -OC(0)R 16 , -COR 14 , hydroxy(C r C 6 )alkyl, (Cj-C^alkoxyCC,- 

CeJalkyl, N0 2 , -S(OV 2 R 16 , -S0 2 NR U R 15 and -(C r C $ alky(ene)COOR 14 ; when R* is a 

2 Y (CH2)1 - 2 

substituent on a heterocycloalkyl ring, R is as defined, or is -O or ^o' ; 

2 

and, where R is a substituent on a substitutable ring nitrogen, it is hydrogen, 
(C 1 -C e )alkyl, aryl, (C r C e )alkoxy, aryloxy, (C^C^alkylcarbonyl, arylcarbonyl, hydroxy, 

KCH 2 )^CONR 1fi R 18 , 



34 



PAGE 38/111* RCVD AT 615/2007 4:54:07 PM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-2/2 1 DNIS:2738300 1 CSID:412 471 4094 * DURATION (mm-ss):26-44 



JUN-05-2007 17:12 



The Webb Law Firm 



412 471 4094 P. 039 



Application No. 10/700,909 

Paper Dated June 5, 2007 

In Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 




wherein J is -O-, -NH-, -NR - or ~CH 2 -; 

3 4 

R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^C^alkyl, 

-OR 14 , -0(CO)R 14 , -O(CO)0R ie . -CXCH^OR 14 , -0(CO)NR 14 R 15 , -NR 14 R 15 , 

-NR 14 (CO)R 15 , -NR 14 (CO)OR 16 , -NR 14 (CO)NR 15 R 19 , -NR 14 S02R 1$ , -COOR 14 , 

-CONR 14 R 15 , -COR 14 . -S0 2 NR 1 V S . S(O) 0 . 2 R 16 , -©(CH^^-COOR 14 , 

-O(CH 2 ) t _ 10 CONR 14 R 19 , -(C,-C 6 alkylene)-COOR 14 , -CH=CH-COOR 14 , -CF 3 , -CN, - 
N0 2 and halogen; 

R 8 is hydrogen, (C r C 6 )alkyl, aryl (C^C^alkyl, -0(O)R 14 or -COOR 14 ; 

9 17 

R and R are independently 1-3 groups independently selected from the 
group consisting of hydrogen, (C r C 8 )alkyl, (C r C 6 )alkoxy ? -COOH, N0 2 > 

-NR U R 15 , OH and halogeno; 

R 14 and R 15 are independently selected from the group consisting of 
hydrogen, (C r C e )alkyl l aryl and aryl-substituted (Cj-CeJalkyl; 

16 17 

R is (Cj-C^alkyl, aryl or R -substituted aryl; 
R 18 is hydrogen or (C 1 -C 6 )alkyl; and 

19 

R is hydrogen, hydroxy or (C^CeJalkoxy; 
(d) Formula (V): 
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or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (V) above: 1 

1 10 

Ar is aryl, R -substituted aryl or heteroaryl; 

2 4 

Ar is aryl or R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

R is -OR 6 , -0(CO)R 8 , -0(CO)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower 
alkyl or aryl; or R and R 1 together are =0; 

q is 0 or 1; 

r is 0, 1 or 2; 

m and n are independently 0, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1, 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R* f -0(CO)OR 9 , -0(CH 2 )^OR B P ~0(CO)NrV, 
-NrV, -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR e (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 

-conr 6 r 7 , -cor 9 , -so 2 nr 6 r 7 , S(0) w R 9 , -©(ch^^-coor 6 , 
<>(CH^ W0 CO.NR e R 7 . -(lower alkylene)COOR B and -CH=CH-COOR 6 ; 

5 

R is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R e , -0(CO)OR 9 t -©(CH^OR*, -0(CO)NR 6 R 7 f -NR 6 R 7 , -NR 6 (CO)R 7 , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 8 S0 2 R*, -COOR 6 , -CONR 6 R 7 , -COR 6 . - 

S0 2 NR 8 R 7 , SCOJ^R 9 , -©(CH^.^-COOR*, -©(CH^^oCONRV, -CF 3 , -CN, -N0 2 , 
halogen, 

8 6 

-(lower alkylene)COOR and -CH=CH-COOR ; 

R 6 , R 7 and R 8 are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; 

R 9 is lower alkyl, aryl or aryl-substituted lower alkyl; and 

R 10 is 1-5 substituents independently selected from the group consisting of 

lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , ^0(CH 2 ) 1h5 OR 6 , -0(CO)NR 6 R 7 f 
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-nrV, -nr 6 (co)r 7 , -nr 6 (co)or 9 , -nr 6 (co>nrV, -nr 6 so 2 r 9 , -coor 6 , 
-conrv. -cor 6 , -s0 2 nr 6 r 7 , -sco^r", -0(ch 2 ) 1:10 -coor 8 , 

-OtCH^L^CONRV, -CF 3 , -CN, -N0 2 and halogen; 



(e) Formula (VI): 



R4 

Ri— (R2)v S* 20 

A 



(R 3 )u- 



(VI) 



or a pharmaceutically acceptable salt thereof or a solvate thereof, wherein: 
R1 is 

-CH-, -C(lower alkyl)-, -CF-, -C(OHK ^(CeHg)-, -C(C 6 H4-R 15 )-, 
-N~ or -NO* : 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CHflower alkyl)-, -C(di-lower alkyl)-, -CH=CH- and -Cflower alkyl)=CH-; or 
R1 together with an adjacent R2, or R1 together with an adjacent R3, form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1, 2 or 3, provided both are not zero; provided 
that when R2 is -CH=CH- or-C(lower alkyl)=CH% v is 1; provided that when R3 is 
-CH=CH- or -Cflower alkyl)=CH-, u is 1; provided that when v is 2 or 3, the R2*$ can 
be the same or different; and provided that when u is 2 or 3, the R3's can be the 
same or different; 

R4 is selected from B-(CH2)mC(0)-, wherein m is 0, 1 , 2, 3, 4 or 5; 
B-(CH2)q-, wherein q is 0, 1, 2, 3, 4, 5 or 6; 
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B-(CH2)e-Z-(CH2)r. wherein Z is -O-, -C(O)-, phenylene, -N(Rs)- or -S(O)0-2-, e is 

0, 1, 2, 3, 4 or 5 and r is 0, 1, 2, 3, 4 or 5, provided that the sum of e and r is 0, 1, 2, 
3, 4, 5 or 6; 

B-(C2-Ce alkenylene)-; 
EHC4-C6 alkadienylene)-; 

B-(CH2)t-2-(C2-C6 alkenylene)-, wherein Z is as defined above, and wherein t is 0, 

1, 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2, 3, 4, 5 or 6; 

B-(CH2)f-V-(CH2)g- f wherein V is C3-C6 cyoloalkylene, f is 1, 2, 3, 4 or 5 and g is 0, 

1, 2, 3. 4 or 5, provided that the sum of f and g is 1 T 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-Ce alkenylene)- or 

B-(C2-C6 alkenylene)-V-(CH2)t-, wherein V and t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 
or 6; 

B-(CH2)a-Z-(CH2)b-V-(CH2)d-. wherein Z and V are as defined above and a, b and 
d are independently 0, 1, 2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1 , 2, 
3, 4 ( 5 or 6; or T-(CH2)$-, wherein T is cycioalkyl of 3-6 carbon atoms and $ is 0, 1 , 

2, 3, 4, 5 or 6; or 

R1 and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imldazolyl, thiazofyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 

R17 

W is 1 to 3 substrtuents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
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alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 
R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, N02.-N(R8)(R9), N(R8)(R9)-k>wer 
alkylene-, N(R8)(Rg)-lower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(0)ORio, 
-NHC(0)R10, R1102SNH-, (R1102S)2N-, -S(0)2NH2, -S(O)0-2R8, tert- 
butyldimethyl-silyloxymethyl, -C(0)R12, -COOR19, -CON(R8)(R9>, 
CH=CHC(0)Ri2, -lower alkylene-C(0)Ri2, Ri0C(O)(lower alkylenyloxy)-, 

-CH2-N V 13 

N(R8)(R9)C(0)(lower alkylenyloxy)- and v — ' for substitution on ring 
carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(0)ORio. 
-C(O)Ri0, OH, N(R8)(R9)-lower alkylene-,N(R8)(R9)-lower alkylenyloxy-, - 
S(0)2NH2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, NO2. -N(Rs)(R9). OH, and halogeno; 

R8 and Rg are independently selected from H or lower alkyl; 

R10 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzyl; 

R11 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 

R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 

- N R13 

> — ' , -N(R8)(R9). lower alkyl, phenyl or R7-phenyl; 

R13 is selected from -O-, -CH2-. -NH-, -N(lower alkyl)- or -NC(0)Rig; 

R15. R16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

Rig is H, lower alkyl. phenyl or phenyl lower alkyl; and 
R20 and R21 are independently selected from the group consisting of phenyl, W- 

substituted phenyl, naphthyl. W-substituted naphthyl, indanyl, indenyl. 
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tetrahydronaphthyl, benzodioxolyt, heteroaryl, W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 
is as defined above; 



(f) Formula (VIIA) or (VIIB): 



I 




I 

A 


B'— D — 




N 



R4 



or 



J 


. : 




N 



R4 



or a pharmaceutically acceptable salt or solvate thereof, 
wherein: 

A is -CH=CH-, -C— C- or -(CH2)p- wherein p is 0, 1 or 2; 
Bis 



/ Rl 
=' R3 




(VIIA) 



(VIIB) 



B' is 



J63685.DOC 

40 



PAGE 44/111 * RCVD AT 815/2007 4:54:07 PM [Eastern Daylight Time] « SVR:USPTO-EFXRF-2/2 ■ DNIS:2738300 ■ CSID:412 471 4094 * DURATION (mm-ss):2M4 



JUN-05-2007 



17:13 



The Webb Law Firm 



412 471 4094 



P. 045 



Application. No. 10^700,909 

Paper Dated June 5, 2007 

In Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 




D is -(CH2)mC(0)- or -(CH2)q- wherein m is 1 , 2, 3 or 4 and q is 2 f 3 or 4; 



E is C10 to C20 alkyl or -C(0)-(C9 to C-|g)-alkyl, wherein the alkyl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH2)r-, wherein r is 0, 1, 2, or 3; 

Rl, R2, R3i Rr, R2 f . and R3' are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)ORs, R6O2SNH- and -S(0)2NH2; 



wherein n is 0, 1 , 2 or 3; . 
R5 is lower alkyl; and 

R6 is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkyl, lower alkoxy, carboxy, NO2, NH2. OH, halogeno, lower alkylamino and 
dilower alkylamino; 

(g) Formula (VIII): 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above, 



R4 is 





(VIII) 
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R26 jsHor OG^; 

G and G 1 are independently selected from the group consisting of 

9£*J3R 4 QR* OR 4 0-/ 0R7 

-£Vi| 0 r3 f _^\.,.| 0 r3 . -C^H^VlOR 5 

"\o 2 R 2 °"Sh 2 OR 6 OR 3 OR4 



H, 



OR 33 

R 4a 0;JL*. R 

and OR 3 0 A 0 >*CH 2 R b ; 

R 4 C//p^s/ provided that when R26 j S h or 

^0^*CH 2 R a 
OH, G is not H; 

R, R a and R b are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-alkoxy or-W-R30; 

W is independently selected from the group consisting of -NH-C(O)-, -O-C(O)- 
, -0-C(0)-N(R31)-, -NH-C(0)-N(R31)- and -0-C(S)-N(R31)- ; 

R 2 and R 6 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl(Ci-C6)alkyl; 

R 3 , R 4 , R5, r7 R3a anc j R4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl, aryl(Ci-Ce)alkyl, -C(0)(Ci-C6)alkyl and 
-C(0)aryl; 

R30 i S selected from the group consisting of R 32 -substituted T, 
R 32 -substituted-T-(C 1 -C6)alkyl , R 32 -substltuted-(C2-C4)alkenyJ , 
R 32 -substituted-(Ci-C6)alkyl, R 32 -substituted-<C3-C7)cycloalkyl and 
R 32 -substituted-(C3-C7)cycloalkyl(Ci-C$)alkyl; 

R 31 is selected from the group consisting of H and (Ci-C4)alkyl; 

T Is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazoiyl, pyrazolyl, 
imidazolyt and pyridyl; 
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R32 j S independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, (C-|-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (C-|-C4)alkOxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulfinyl, (Ci-C4)alkylsulfonyl, -N(CH3>2, -C(0)-NH(Ci-C4>alkyl, 
-C(0)-N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and 
pyrrolidinylcarbonyl; or R32 j s a covalent bond and R 31 , the nitrogen to which it is 
attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (Ci-C4)aIkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 

Ar 1 is aryl or R 1 ^substituted aryl; 

Ar2 is aryl or R11 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

V2_ (R 13 )a 

forms the spiro group (R 14 )b ; and 

R1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-( CH 2)e-E-(CH2)r, wherein E is -O-, -C(O)-, phenylene, -NR 22 - or 
-S(0)o-2-p e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C2-Ce)alkenylene-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f Is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
R12 is 

ii ii i I I 

-CH-, -C{C 1 -C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or -+NO - ; 

R 13 and R 14 are independently selected from the group consisting of -CH2-, 
-CH(C1 -C6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and 
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-C(Ci-Ce alkyl)=CH-; or R12 together with an adjacent R13, G r R12 together with an 
adjacent r14 form a -CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 

provided that when R1 3 j s -CH=CH- or -C(Ci -C6 alkyl)=CH-, a is 1 ; 

provided that when R14 i S -CH=CH- or -C(Ci~C6 alkyl)=CH-, b is 1 ; 

provided that when a is 2 or 3, the R13' S can be the same or different; and 

provided that when b is 2 or 3, the r1*s can be the same or different; 

and when Q is a bond, R1 also can be: 

r1S R17 R1S R 15 

-M-Y d -9-2 h - f -X m -(C) s -Y n -(C) t -Zp- or -X r (C) v -Y k -S(O) 0 . 2 -; 
R 16 R 18 R 16 Rio 

M is -0-, -S-. -S(O)- or-S(0)2-; 

X, Y and Z are independently selected.from the group consisting of -CH2-, 
-CH(Ci~C6)alkyl- and -C(di-(Ci-C6)alkyl); 

R10 and R11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-C6)alkyl, -OR10, -0(C0)R19, -0(CO)OR21, -0(CH2)1-50R19, 
-O(CO)NR19r20, .NR19R20, .NR19(CO>R20 ( -NRl9(CO)OR21, 
-NR19(CO)NR20r25 ( . N r19 S 02R 21 , -COOR19, -CONR19R20, -COR19 
-SO2NR19R20, S(O)0-2R 21 , -0(CH2)1-10-COOR19, -O(CH2)1-10CONR19r20 > 
-(C1-C6 alkylene)-COORl9, -CH=CH-COOr19, -CF3, -CN, -NO2 and halogen; 

R 15 and R 17 are independently selected from the group consisting of -OR19 
-O(C0)R 1 9 , -0(CO)OR21 and -0(C0)NR1 9r20 ; 

R 1 6 and R 18 are independently selected from the group consisting of H, 
(Ci-C6)alkyl and aryl; or R"15 and R16 together are =0. or R^ 7 an< j r18 together 
are =0; 

d is 1 , 2 or 3; 

h Is 0, 1,2, 3 or 4; 
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s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R 15 

-X,-(C) V -Y k -S(0)o.2- 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 

pyrimldlnyl or pyridazinyl; 

R19 and R20 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R21 is (Ci-C6)alkyl, aryl or R24- SU bstituted aryl; 

R22 is H, (Ci-C6)alkyl. aryl (Ci-C6)alkyl, -C(0)R19 or -COOR19; 

r23 and R24 are independently 1-3 groups Independently selected from the 
group consisting of H, (Ci-C6)alkyl. (Ci-C6)alkoxy, -COOH, NO2, 
-NR19R20, .OH and halogeno; and 

R25 is H, -OH or (Ci-C6)alkoxy; and 



(h) Formula (IX): 



OR 1 




or a pharmaceutical^ acceptable salt or solvate thereof, wherein in Formula (IX): 
R 1 is selected from the group consisting of H, G, G\ G 2 , -SO3H and -P0 3 H; 
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G is selected from the group consisting of: H, 



R s O OR 4 



■ — ( OR 3 

C(0)OR 2 , 




OR 33 




ar "d 

CH 2 R a 



>-^OR< 

6r 3 



wherein R, Ra and R b are each independently selected from the group 
consisting of H, -OH, halo, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)alkoxy or -W-R30; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N(R31)., -NH-C(0)-N(R31)- and 
-0-C(S)-N(R31)-; 

R 2 and r6 are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, acetyl, aryl and aryl(Ci-C6)alkyl; 

R3, r4 r 5_ R 7 f R 3a and R4a are eacn independently selected from the 
group consisting of H, (Ci-C6)alkyl, acetyl, aryl(Ci-C6)alkyl, -C(0)(Ci-C6)alkyl and - 
C(0)aryl; 

R30 is independently selected from the group consisting of 
R32- su bstituted T, RSS-substituted-TKCi-CeJalkyf, R32_ SUD stituted-(C2-C4)alkeny[, 
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R32_substtuted-(Ci-C6>alkyl. R 32 -substituted-(C3-C7)cycloalkyl and R32_ 
substituted-(C3-C7)cycloalkyl(Ci -Ce)a Ikyl; 

R 31 is independently selected from the group consisting of H and (Ci- 
C4)alkyl; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl. oxazolyl, isoxazolyl, thiazolyl, Isothiazolyl, benzothlazolyl, thiadiazolyl, 
pyrazolyl, imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents which are each 
independently selected from the group consisting of H, halo, (Ci-C4)alkyl, -OH, 
phenoxy, -CF3, -NO2, (Ci-C4)alkoxy. methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulfinyl, (Ci-C4)alkylsulfonyl, -N(CH3)2. -C(0)-NH(Cl~C4)alkyl, -C(O)- 
N((Ci-C4)alkyl)2. -C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and pyrrolidinylcarbonyl; 
or R32 j s a covalent bond and R 3 1, the nitrogen to which It is attached and R32 f orm 
a pyrrolidinyl. piperidinyl, N-methyl-piperazinyl, indolinyl or morpholinyl group, or a 
(Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N-methylpiperazinyl. 
indolinyl or morpholinyl group; 

G 1 is represented by the structure: 



wherein R is independently selected from the group consisting of unsubstituted 
alkyl, R^-substltuted alkyl, (R^XR^alkyl-, 




H 



H 2 N 



or 
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R 34 is one to three substrtuents, each R 34 being independently selected from 
the group consisting of HOOC-, HO-, HS-, (CH 3 )S-, H 2 N~, (NH 2 )(NH)C(NH)-, 
(NH 2 )C(0)- and HOOCCH(NH 2 + )CH 2 SS-; 

R 35 is independently selected from the group consisting of H and NH2-; 
. R 36 is independently selected from the group consisting of H, unsubstituted 
alkyl, R^-substituted alkyl, unsubstituted cycloalkyl and R^-substituted cycloalkyl; 

G 2 is represented by the structure: 




wherein R 37 and R 33 are each independently selected from the group consisting of 
(Ci-Ce)alkyl and aryl; 

R26 is one to five substituents, each R 2 © being independently selected from 
the group consisting of: 



a) 


H; 


b) 


-OH; 


c) 


-OCH 3 ; . 


d) 


fluorine; 


e) 


chlorine; 


f) 


-O-G; 


g) 


-O-G 1 ; 


h) 


-O-G 2 ; 


i) 


-S0 3 H; and 


j) 


-P0 3 H; 



provided that when R 1 is H, R 28 is not H, -OH, -OCH 3 or -O-G; 

Ar1 is aryl, R 1 "-substituted aryi, heteroaryl or R 10 -substituted heteroaryl; 
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Ar 2 is aryi, R 11 -substituted aryl, heteroaryl or R 11 -substituted heteroaryl; 



L is selected from the group consisting of: 



a) 


a covalent bond; 


b) 


-(CH 2 )<,-, wherein q is 1-6; 


c) 


-(CH 2 ) e -E-(CH 2 ) r . wherein E is -O-, -C(O)-, phenylene, -NR 22 - or 




-S(0)o-2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 


d) 


-(C2-C 6 )alkenyiene-; 


e) 


-(CH 2 )rV-(CH 2 ) g -, wherein V is Cj-Cecycloalkylene, f is 1-5 and 


f) 


g is 0-5, provided that the sum of f and g is 1-6; and 




wherein M is -O-, -S-, -S(O)- or-S(0) 2 -; 

X, Y and 2 are each independently selected from the group consisting of 
-CH 2 -, -CH(C,-C 6 )alkyl- and -C^Kd-CeJalkyl)-; 

R 8 is selected from the group consisting of H and alkyi; 

R 10 and R 1 1 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Ci-C6)alkyl, -OR19, -0(CO)R19, -0(CO)OR21, -0(CH 2 )1-50R19 - 
0(CO)NR19R20 ( -NR19R20, -NR^CO^O, -NR19(CO)Or21, 
-NR19(CO)NR20r25 -NR19so 2 r21, -COOR19, -CONR19r20, . C ORl9 . 
SO2NR19R20, S(O)0-2R21, -0(CH 2 )1-10-COOR19 -O(CH 2 )1-10CONR19r20 ( - 
(C1-C6 alkylene)-COORl9, -CH-CH-COOR1 9, .CF3, -CN, -N0 2 and halo; 
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R 15 and R 17 are each independently selected from the group consisting of 
-OR 19 , -OC(0)R 19 , -OC(0)OR 21 , - OC(0)NR 19 R 20 ; 

R 16 and R 18 are each independently selected from the group consisting of H, 
(Ci-C 6 )alkyl and aryl; 

0 

or R 15 and R 16 together are =0, or R 17 and R 18 together are =0; 

d is 1, 2 or 3; 
h is 0, 1, 2, 3 or 4; 
s is 0 or 1; 
tisOoM; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum of m, n and p is 1-5; and provided that 
when p is 0 and s is 1 > the sum of m, t and n is 1-5; 

v is 0 or 1; 

j and k are each independently 1-5, provided that the sum of j, k and v Is 1-5; 

Q is a bond, ~(CH2)q-, wherein q is 1-6, or, with the 3-position ring carbon of 
the azetidlnone, forms the spiro group 

Vf-(R 1 3) 8 
(R 14 )i— I ; 

wherein R1 2 i s 

-CH-, -0(0,-06 a'kyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-. -N-, or - + NO" ; 

R 13 and R 14 are each independently selected from the group consisting of 

J636XSXXDC 
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-CH2-, -CH(Ci-C 6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and -C(Ci-C6 alkyl)=CH-; 
or R12 together with an adjacent R 13 , or R12 together with an adjacent RH f 0rm a . 
CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are each independently 0 t 1, 2 or 3, provided both are not zero; 
provided that when R13 j s -CH=CH- or -C(Ct-C6 alkyI)=Ctt-, a is 1; provided that 
when R14 is -CH=CH- or -C(Ci-C6 alkyl)=CHh b is 1; provided that when a is 2 or 
3, the R 1 3's can be the same or different; and provided that when b is 2 or 3, the 
R 14 's can be the same or different; 

and when Q is a bond and L is 

r • 

Xj <<?)»— Y k S(0)o. 2 

then Ar 1 can also be pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, irnidazolyl, pyrazolyl, 
thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

R 19 and R 20 are each independently selected from the group consisting of H, 
(Cl-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R21 is (Ci-C6)alkyl. aryl or R24^ U bstituted aryl; 

R 22 is H, (Ci-C6)alkyl, aryl (Ci-C6)alkyl, -C(0)R19 or-COORl9; 

R 2 3 and R24 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, (Ci-C6)alkoxy, -COOH, NO2, -NR19R20, . 0 H and halo; and 
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R25 i S h, -OH or (Cl-C6)alkoxy; 

for the treatment of an autoimmune disorder in a subject. 

25. (Currently Amended) A composition comprising: (a) at least one 
sterol absorption inhibitor or a pharmaceutical^ acceptable salt or solvate thereof 
and (b) at least one other agent useful for the treatment of an autoimmune disorder, 
wherein the at least one sterol absorption inhibitor is selected from the group 
consisting of sterol absorption inhibitors represented by the following Formulae: 

(a) Formula (I): 

R R 2 
Ar^^CVYn-CCJrZp ^Ar 3 
R 1 R 3 



^ N 

O ^Ar 2 



(") 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 
R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and 2 are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

R and R are independently selected from the group consisting of -OR 6 , 
-0(CO)R e , -0(CO)OR 9 and -0(CO)NR e R 7 ; 

13 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
qisOorl; 
r is 0 or 1 ; 
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m, n and p are independently selected from 0, 1, 2, 3 or 4; provided that at 
least one of q and r is 1, and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

4 

R is 1-5 substftuents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -CKCH^OR 6 , -0(CO)NrV. 

-nrV. -nr 8 (co)R 7 , -nr 6 (co)Or*. -nr 8 (co>nrV, -nr 6 so 2 r 9 , -coor 6 . 
-conrV, -cor 6 , -so 2 nr 6 r 7 , sco^r 9 , -OrCH^.^-COOR 6 , 

-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 > -CH=CH-COOR 6 , -CF 3 , -CN, 
-NO z and halogen; 

R* is 1-5 substituents independently selected from the group consisting of 
-OR 6 . -0(CO)R 6 , -0(CO)OR 9 , -OfCH^OR 6 , -0(CO)NR 6 R 7 , -NR 6 R 7 , 
-NR 6 (CO)R 7 , -NR 8 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 . -COOR 6 , -CONR 6 R 7 , 
-COR 6 , -S0 2 NR 6 R 7 . S(0)o. 2 R 9 , -CKCH^.^-COOR 6 , -CXCH^^CONrV, 

-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 
6 7 a 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
R is lower alkyl, aryl or aryl-substituted lower alkyl; 

(b) Formula (III): 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 




(III) 



1 3 

Ar is R -substituted aryl; 

2 4 

Ar Is R -substituted aryl; 

Z 5 

Ar is R -substituted aryl; 
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Y and Z are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

A is selected from -0-, -S-, -S(O)- or -S(0) 2 -; 

R 1 is selected from the group consisting of -OR 6 , -O(C0)R 6 , -0(CO)OR* and 

6 7 2 

-0(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkyl and 
aryl; or R 1 and R 2 together are =0; 

q is 1 , 2 or 3; 

p is 0 ( 1, 2, 3 or 4; 

R is 1-3 substituents independently selected from the group consisting of 
-OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -©(CH^OR*, -0(CO)NrV, -NR 6 R 7 , -NR 6 (CO)R ? , 
-NR 6 (CO)OR*, -NR 6 <CO)NR 7 R 8 , -NR 6 SO r lower alkyl, -NR 6 S0 2 -aryl, -CONR 6 R 7 , - 
COR 6 , -S0 2 NrV, S(C% r alkyl, S(0)^-aryl, -OfCH^^-COOR*, -0(CH 2 V 

6 7 

10 CONR R , o-halogeno, m-halogeno, o-lower alkyl, m-lower alkyl, -(lower alkylene)- 

COOR 6 , and 

-CH=CH-COOR 6 ; 

3 4 

R and R are independently 1-3 substituents independently selected from the 
group consisting of R 5 , hydrogen, p-lower alkyl, aryl, -N0 2> -CF 3 and p-halogeno; 

6 7 $ 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl; 
(c) Formula (IV): 

R 19 



<7 



-N 



O ^Ar 2 

(IV) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (IV) above: 
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A is selected from the group consisting of R 2 -substituted heterocycloalkyl, R 2 - 

substftuted heteroaryl, R 2 -substituted benzofused heterocycloalkyl, and R 2 - 
substituted benzofused heteroaryl; 

1 3 

Ar is aryl or R -substituted aryl; 
Ar 2 is aryl or R 4 ~substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

"R|— jR 6 ) a 
spiro group < R ^ ; and 

R 1 is selected from the group consisting of: 

-(CH 2 ) q - f wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH 2 ) e -G-(CH 2 ) f -, wherein G is -O-, -C(O)-, phenylene, -NR 8 - or 
-S(O) 0 _ 2 -, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C 2 -C 6 alkenylene)-; and 

-(CH^V-CCH^g-, wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 0- 
5, provided that the sum off and g is 1-6; 

5 

R is selected from: 
-CH-, -C(C,-C B afky!)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 9 )-.-N-, or- + lW ; 

6 7 

R and R are independently selected from the group consisting of 
-CH 2 -, -CH(C r C 6 alkyl)-, .C(di-(C r C e ) alkyl), -CH=CH- and 

-C(C,-C B alkyl)=CH-; or R 5 together with an adjacent R 6 , or R 5 together with an 

adjacent R 7 , form a -CH-CH- or a -CH=C(C r C 6 alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; provided 

that when R* is -CH=CH- or -C(C r C 6 alkyl)=CH- f a is 1 ; provided that when R 7 is 

-CH=CH- or -C(C r C e alkyl)=CH- > b is 1; provided that when a is 2 or 3, the R*'s can 

be the same or different; and provided that when b is 2 or 3, the R 7, s can be the 
same or different; 
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and when Q is a bond, R 1 also can be selected from: 

Rio ff 12 R 10 Rio 

-M-Y d -C-Z b - r -X m -(C) B -Y n -(C) t "Zp- or -X r (C) v -Y k -S(0)o. 2 -; 
R 17 R 13 r11 r11 

where M is -0~, -S-, -S(O)- or -S(0) 2 -; 

X, Y and Z are independently selected from the group consisting of 
-CH r> -CH(C r C 6 alkyl)- and -C(di-(CVC 6 ) alkyl); 

R and R are independently selected from the group consisting of 
-OR 14 , -0(C0)R 14 f -0(CO)OR 16 and -0(CO)NR 1 V*; 

R 11 and R 13 are independently selected from the group consisting of 
hydrogen, (C^C^alkyl and aryl; or R 10 and R 11 together are =0, or R 12 and R 13 
together are =0; 

d is 1,2 or 3; 

h isO, 1,2, 3 or 4; 

s is 0 or 1; t is 0 or 1 ; m, n and p are independently 0-4; provided that at 
least one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; provided that when p 
is 0 and t is 1 , the sum of m, s and n is 1-5; and provided that when p is 0 and S is 1 , 
the sum of m, t and n is 1 -5; 

visOoM; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C 1 -C 10 )alkyl, (C 2 -C 10 )alkenyl, (C r C 10 )alkynyl, 

(C 3 -C 6 )cycloalkyl, (C 3 -C 6 )cycloalkenyl, R 1 '-substituted aryl, R 1 ^substituted benzyl, 

R l7 -substituted benzyloxy, R 17 -substituted aryloxy, halogeno. -NR 14 R 15 , 

NR 14 R 18 (CrC 6 alkylene)-, NR 14 R 15 C(0)(C r C 6 alkyleneh~NHC(0)R 16 , 

OH, C r C Q alkoxy, -OC(0)R 16 , -COR 14 , hydroxy^^C^alkyl, (C^C^alkoxyfC,- 

C^alkyl, N0 2 , -S(0) w R 16 , -S0 2 NR 14 R 15 and -(C r C 6 alkylene)COOR 14 ; when R 2 is a 
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2 




substituent on a heterocycloalkyl ring, R is as defined, or is =0 or ; 

and, where R 2 is a substituent on a substitutable ring nitrogen, it is hydrogen, 
(C^-C^alkyl, aryl, (C^-C^alkoxy, aryloxy, (C r C 6 )alkylcarbonyl, arylcarbonyl, hydroxy, 



substituents independently selected from the group consisting of (C^C^alkyl, 
-OR 14 , -0(CO)R 14 , -0(CO)OR 16 , -OCCH^OR 14 , -0(CO)NR 14 R 15 , -NR U R 15 , 
-NR 14 (CO)R 15 , .NR 14 (CO)OR 16 , -NR 14 (C0)NR 15 R 19 , -NR 14 S02R 1 *. -COOR 14 , 
-CONR U R 15 , -COR 14 , -S02NR 14 R 15 , SfOJ^R 1 *, -©(CH^^-COOR 14 , 
-OfCH^^^CONR^R 15 , -(C r C e alkylene)-COOR 14 , -CH=CH-COOR 14 , -CF 3 , -CN, - 
N0 2 and halogen; 

R 8 is hydrogen, (C r C e )alkyl, aryl <C-, -O^alkyl, -C(0)R 14 or -COOR 14 ; 

9 17 

R and R are independently 1-3 groups independently selected from the 

group consisting of hydrogen, (C^CeJalkyl, (C^C^alkoxy, -COOH, N0 2 , 
14 15 

-NR R , OH and halogeno; 

14 15 

R and R are independently selected from the group consisting of 
hydrogen, (C r C 6 )alkyl, aryl and aryl-substituted (C r C 6 )alkyl; 

R 16 is (C 1 -C 6 )alkyl l aryl or R 17 -substituted aryl; 

18 

R is hydrogen or (Cj-C^alkyl; and 

19 

R is hydrogen, hydroxy or (C^C^alkoxy; 
(d) Formula (V): 



-(CH 2 )^CONR 18 R 18 , 




wherein J is -O-, -NH-, -NR - or -CH 2 -; 

3 4 

R and R are independently selected from the group consisting of 1-3 
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R 




Ar 2 



(V) 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, In 
Formula (V) above: 



X and Y are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

R is -OR 6 , -0(CO)R 6 , -0(CO)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower 



q is 0 or 1 ; 
r is 0, 1 or 2; 

m and n are independently 0, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1, 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , ^0(CO)R $ , -0(CO)OR 9 , -OCCH^OR 6 , -0(CO)NR 6 R 7 , 
-NRV, ~NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 8 (CO)NR ? R 8 , -nr s so2R 9 , -coor 6 , 
-conrV, -cor 6 , -so 2 nrV, S(0)^R 9 , -©(Chy^COOR 6 , 
-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 and -CH^CH-COOR 6 ; 

R 5 is 1-5 substituents independently selected from the group consisting of 
•OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) V5 0R*, -0(C0)NR 8 R 7 , -NrV, -NR 6 (CO)r\ 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 -NR 6 SO z R 9 , -COOR 6 , -CONrV, -COR*, - 

S0 2 NR 6 R 7 , S(0)o_ 2 R 9 , -OCCH^^^-COOR 6 , -OCCH^qCONrV, -CF 3 , -CN, -N0 2 , 
halogen, 



1 10 

Ar is aryl, R -substituted aryl or heteroaryl; 

2 4 

Ar is aryl or R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 



alkyl or aryl; or R and R 1 together are =0; 
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6 6 

-(lower alkylene)COOR and -CH=CH-COOR ; 
6 7 a 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 

10 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(C0)0R 9 , -©(CH^OR 6 , -0(CO)NR 6 R 7 , 
-NRV, -NR*(CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -nr*so 2 r 9 , -coor 6 , 
-conrV, -cor 6 , -so 2 nrV, -S(O) 0 . 2 R 9 . -©(CH^q-COOR*, 

-OCCHJmoCONrV, -CF 3 , -CN, -N0 2 and halogen; 

(e) Formula (VI): 



Ri— (R2)v A / 



I 

(Rs)u- 



R 20 



(VI) 



or r 21 

or a pharmaceutically acceptable salt thereof or a solvate thereof, wherein: 
R1 is 

-CH-, -C(lower alkyl)-, -6f-, -<b{OH)-. -k(C 6 H 5 )-, -b(C 6 H 4 -R 15 )-, 
- N- or - N O" ; 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CH(lower alkyl)-, -C(dMower alkyl)-, -CH=CH- and -C(lower alkyl)=CH-; or 
R1 together with an adjacent R2, or R1 together with an adjacent R3, form a 
-GH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1, 2 or 3, provided both are not zero; provided 
that when R2 is -CH=CH- or -C(lower alkyl)=CH-, v is 1 ; provided that when R3 is 
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-CH=CH- or -C(lower alkyl)=CH-, u is 1; provided that when v is 2 or 3, the R2's can 
be the same or different; and provided that when u is 2 or 3, the R3's can be the 
same or different; 

R4 is selected from B-(CH2)mC(0)-, wherein m is 0, 1 , 2, 3, 4 or 5; 
B-(CH2)q~, wherein q is 0, 1 r 2, 3, 4, 5 or 6; 

B-(CH2)e-Z-(CH2)r, wherein 2 is -O-, -C(O)-, phenylene, -N(Rs)- or -S(O)0-2- e is 

0, 1 , 2, 3, 4 or 5 and r is 0, 1 , 2, 3, 4 or 5, provided that the sum of e and r is 0, 1 , 2, 
3, 4, 5 or 6; 

B-(C2-C6 alkenylene)-; 
B-(C4-C6 alkadienylene)-; 

B-(CH2)t-Z-(C2-Ce alkenylene)-, wherein Z is as defined above, and wherein t is 0, 

1, 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2, 3, 4, 5 or 6; 

B-(CH2)f-V-(CH2)g- t wherein V is C3-C6 cycloalkylene, f is 1 , 2, 3, 4 or 5 and g is 0, 

1 , 2, 3, 4 or 5, provided that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-Cs alkenylene)- or 

B-(C2-C6 alkenylene)-V-(CH2)t-, wherein V and t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 
or 6; 

B-(CH2)a-Z-(CH2)b-V-(CH2)d-, wherein Z and V are as defined above and a, b and 
d are independently 0, 1, 2, 3, 4 r 5 or 6, provided that the sum of a, b and d is 0, 1, 2, 
3, 4, 5 or 6; or T-(CH2)s-. wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1, 

2, 3, 4, 5 or 6; or 

i 

R1 and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyraziny!, triazinyl, imidazolyl, thiazolyl, pyrazolyl, 
thienyt, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 
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W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyiminoHower alkyl, lower alkanedioyl, lower alkyl 



R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, N02,-N(R8)(R9), N(R8)(R9)-lower 
alkylene-, N(R8)(R9)-lower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(O)ORk), 
-NHC(0)R10, R1 1O2SNH-, (R1 102S)2N-, -S(0)2NH2. -S(O)0~2R8, tert- 
butyldimethyl-silyloxymethyl, -C(0)Ri 2, -COOR1 9, -CON(R8)(R9). 
CH-CHC(0)R12, -lower alkylene-C(0)R-|2. RioC{0)(lower alkylenyloxy)-, 



carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(0)ORio, 
-C(0)Ri 0, OH, N(R8)(R9)-lower alkylene-,N(R8)(R9)-lower alkylenyloxy-, - 
S(0)2NH2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, NO2, -N(Rs)(R9), OH, and halogeno; 

R8 and R9 are independently selected from H or tower alkyl; 

R10 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzyl; 

R11 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 

R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 



lower alkanedioyl, aityioxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 



/ — ^ 



- CH 2 " N 




N(R8)(R9)C(0)(lower alkylenyloxy)- and 



for substitution on ring 



x — , -N(R8)(R9). lower alkyl, phenyl or R7-phenyl; 
R13 is selected from -O-, -CH2-, -NH-, -N(lower alkyl)- or -NC(0)R-|9; 
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R15> R16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 
R20 and R21 are independently selected from the group consisting of phenyl, W- 

substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 

tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 

heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 

is as defined above; 

(f) Formula (VIIA) or (VHB): 



B 



R 



A 



8'— D 




'R4 



(VIIA) 



or 



R 



A 




(VI IB) 



or a pharmaceutical^ acceptable salt or solvate thereof, 
wherein: 

A is -CH=CH-, -C=C- or -(CH2)p- wherein p is 0, 1 or 2; 
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B is 




B' is 




D is -(CH2)mC(0)- or -(CH2)q- wherein m is 1 , 2, 3 or 4 and q is 2, 3 or 4; 

E Is C10 to C20 alkyl or -C(0)-(C9 to Ci9)-alkyl, wherein the alkyl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B~(CH2)r wherein r is 0, 1, 2, or 3; 

Rli R2, R3, Rr. R2\ an d R 3' are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)OR5, R6O2SNH- and -S(0)2NH2; 

R4 is 



wherein n is 0, 1, 2 or 3; 

R5 is lower alkyl; and 

Rq is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, lower alkylamino and 
dilower alkylamino; 

(g) Formula (VIII): 



PAGE 67/111 * RCVD AT 615/2007 4:54:07 PM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-2/2 * DNIS:2738300 * CSID:412 471 4094 * DURATION (mm-ss):2644 




63 



JUN-05-2007 



17:18 



The Webb Law Firm 



412 471 4094 



P. 068 



Application No. 10/700,909 

Paper Dated June 5, 2007 

In Reply to Office Action of March 5, 2007 

Attorney Docket No, CV06093US01 



Ar 




(VIII) 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above, 

R26 isHor OG1; 



OH, G is not H; 

R, R a and are independently selected from the group consisting of H, -OH f 
halogeno, -NH2, azido, (Ci-C6)alkoxy(C-|-C6)-alkoxy or-W-R 30 ; 

W is independently selected from the group consisting of -NH-C(O)-, -O-C(O)- 
, .0~C(0)-N(R 3 1)- r -NH-C(0)-N(R 3 1)- and -O^C(S)-N(R31)-; 

R 2 and R 6 are independently selected from the group consisting of H, 
(Ci-Ce)alkyl, aryl and aryl(Ci-C6)alkyl; 

R 3 R 4 , R 5 , R 7 , R 3a and R 4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl, aryl(Ci-C6)alkyl, -C(0)(Ci-C6)alkyl and 

-C(0)aryl; 

R 30 is selected from the group consisting of R 32 -substituted T, 
R 3 2-substituted-T-(Ci-C6)alkyl, R 3 2_ SU bstituted-(C2-C4)alkenyl, 




G and G 1 are independently selected from the group consisting of 
9R 5 JDR 4 QR 5 nR4 OR? 



OR 3 * 



and 




provided that when R 25 is H or 
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R 32 -substituted-(Ci-C6)alkyl, R 32 -substituted-(C3-C7)cycloalkyl and 
R32_ S ubstituted-(C3-C7)cycloalkyl(C 1 <-C6)alkyl; 

R31 is selected from the group consisting of H and (Ci-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthia20lyl f benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)aIkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulfinyl, (Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, 
-C(O)-N((0i -C 4 )alkyl) 2 , -C(0)-(Ci -C 4 )a1kyl, -C(0)-(Cl -C4)alkoxy and 
pyrrolidinylcarbonyl; or R 32 Is a covalent bond and R 31 , the nitrogen to which it is 
attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyt, indolinyl or 
morpholinyl group, or a (Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 

Ar 1 is aryl or R 1 °-substituted aryl; 

Ar 2 is aryl or R 1 1 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

V|— ( R 13) a 

forms the spiro group (R 14 )b" ; and 

R 1 Is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1; 

-<CH2)e-E-(CH2)r* wherein E is -0-> -C(O)-, phenylene, -NR 22 - or 
-S(O)0-2-» © is 0^5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C2-C6)alkenylene-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
Rl 2 is 

J63685.DOC 
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-CH-, -0(0,-06 alkylK -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )- -li-, or - + NO' ; 

R 13 and R 14 are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6 alkyl)-, -C(di-(C1-C6) alkyl), -CH=CH-and 

-C(Ci-C6 alkyl)=CH-; or R"12 together with an adjacent R 13 , or R 1 2 together with an 
adjacent R™ form a -CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 

provided that when R 13 is ~CH=CH- or -C(Ci-C6 alkyl)=CH-, a is 1; 

provided that when R 14 is -CH=CH- or -C(Ci -C6 alkyl)=CH-, b is 1 ; 

provided that when a Is 2 or 3, the R 1 3' S can be the same or different; and 

provided that when b is 2 or 3, the R 14 's can be the same or different; 

and when Q is a bond, R 1 also can be: 

R 15 r^ Ft 1 * R 15 

-M-Y d -C-Z h -,-X m -(C) s -Y n -(C) t -Zp- or -X j -(0) v -Y k -S(O) (> . 2 -; 
R 16 R 18 R 16 R 16 

M is -O-, -S-, -S(O)- or -S(0)2-; 

X, Y and Z are independently selected from the group consisting of -CH2-, 
-CH(Ci-C6)alkyl- and -C(di-(Ci-C6)atkyl); 

R 10 and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-C6)alkyl, -OR 1 ®, -0(CO)R"l9, -0(C0)0R21, -0(CH2)1-S0R19 
-O(CO)NR19r20 i .MR19R20, -NR19(CO)r20, -NRl9(CO)OR21, 
-NR19(CO)NR20r25 ) -NR19S02R21, -COOR19, -CONR19R20, -COR 1 9, 
-SO2NR19R20, S(O)0-2R 21 . -O(CH2)1-10-COOr19 -O(CH2)1-10CONR19r20 i 
-(C1-C6 alkylene)-COOR 1 9, -CH=CH-COORl9 -CF3. -ON, -NO2 and halogen; 

R15 and R17 are independently selected from the group consisting of -OR 19 , 
-0(CO)R 1 9, -0(CO)OR21 and -O(CO)NR19r20 ; 

J6><$S5.00C 
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R 1 6 and are independently selected from the group consisting of H, 
(Ci-C6)alkyl and aryl; or R 15 and R 16 together are =0, or R 17 and R^ 8 together 
are =0; 

d is 1,2 or 3; 

h is 0, 1,2, 3 or 4; 

s is 0 or 1; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t Is 1, the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1; 

j and k are independently 1-5, provided that the sum of J, k and v is 1-5; 

R 16 

-Xj-(C) v -Y k -S(0)o. 2 - 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyf, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

R 19 and R 20 are independently selected from the group consisting of H, 
(d-Ce)alkyl, aryl and aryl-substituted (C-|-C6)alkyl; 

R 21 is (Cl-Ce)alkyl, aryl or R24- SU bstituted aryl; 

R 22 is H, (Ci-C6)alkyl, aryl (Ci-C6)alkyl. -C(0)r19 or -COOR 19 ; 

R 23 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H, (Ci-C6)alkyl, (Ci-C6)alkOXy, -COOH, N02, 

-NR 1 9r20, -OH and halogeno; and 

R 25 is H, -OH or (Ci-C6)alkoxy; and 

(h) Formula (IX): 
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or a pharmaceutical^ acceptable salt or solvate thereof, wherein in Formula (IX): 
R 1 is selected from the group consisting of H, G, G\ G 2 , -SO3H and -PO3H; 
G is selected from the group consisting of: H, 




wherein R, R a and R b are each independently selected from the group 
consisting of H, -OH, haio, -NH2, azido,.(Ci-C6)alkoxy(Ci-C6)alkoxy or-W-R 30 ; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -O-CCOH^Rai)-, - N H-C(0)-N(R31)- and 
-0-C(S)-N(R31)-; 

J63685JXX: 
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R 2 and R 6 are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, acetyl; aryl and aryl(Ci-C6)alkyl; 

R3 r4 f(7 t R 3a and R 4a are each independently selected from the 
group consisting of H, (Ci-C6)alkyl, acetyl, aryl(Ci-C6)a!kyl, -C(0)(Ci-Ce)alkyl and - 
C(0)aryl; 

R30 is independently selected . from the group consisting of 
R 32 -substituted T, R^-substituted-T^Ci-CeJalkyl, R 32 -substituted-(C2-C4)alkenyl, 

R32. su bstituted-(C1-C6)alkyl. R 32 -substituted-(C3-C7)cycloalkyl and R32. 
substituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

R 31 is independently selected from the group consisting of H and (C-|- 
C4)alkyl; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl, oxazolyl, isoxazolyf, thiazolyl, isothiazolyl, benzothiazolyl, thiadiazolyl, 
pyrazolyl, imidazofyl and pyridyl; 

R 32 is independently selected from 1-3 substituents which are each 
independently selected from the group consisting of H, halo, (C-|-C4)alkyl, -OH, 
phenoxy, -CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl p 
(Cl^alkylsulfinyl, (Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH(C-|-C4)alkyl, -C(O)- 
N((Cl-C4)alkyl)2, -C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and pyrrolidinylcarbonyl; 

or R 32 Is a covalent bond and R 31 , the nitrogen to which it is attached and R 32 form 
a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or morpholinyl group, or a 
(Ci -C4)alkoxycarbonyl-substltuted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

G 1 is represented by the structure: 

J63685-DOC 

69 

PAGE 73/111* RCVD AT 615/2007 4:54:07 PM [Eastern Daylight Time] " SVR:USPTO-EFXRF-2/2 ■ DNIS:2738300 * CSID:412 471 4094 • DURATION (mm-ss):2M4 



JUN-05-2007 17:20 



The Webb Law Firm 



412 471 4094 P. 074 



Application No. 10/700,909 

Paper Dated June 5, 2007 

In Reply to Office Action of March 5, 2007 

Attorney Docket No. CV06093US01 



t>L/ 

H H or H 2 N 

wherein R 33 is independently selected from the group consisting of unsubstituted 
alkyl, R^-substituted alkyl, (R 35 )(R 36 )alkyl-, 




R 34 is one to three substituents, each R 34 being independently selected from 
the group consisting of HOOC-, HO-, HS-, (CH 3 )S-. H 2 N- (NH 2 )(NH)C(NH)-, 
(NH 2 )C(0)- and HOOCCH(NH2*)CH2SS-; 

R 35 is independently selected from the group consisting of H and NHz-; 

R 36 is independently selected from the group consisting of H, unsubstituted 
alkyl, R^-substituted alkyl, unsubstituted cycloalkyl and R^-substituted cycloalkyl; 

G 2 is represented by the structure: 



t 37 — o. 



CH R 38 



wherein R 37 and R 36 are each independently selected from the group consisting of 
(d-C 6 )alkyl and aryl; 

R 26 is one to five substituents. each R26 being independently selected from 
the group consisting of: 

a) H; 

b) -OH; 

c) -OCH 3 ; 

d) fluorine; 
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e) chlorine; 

f) -O-G; 
9) -0-G 1 ; 

h) -O-G 2 ; 

i) -S0 3 H; and 
j) -PO3H; 

provided that when R 1 is H, R 26 is not H, -OH, -OCH 3 or -O-G; 

Ar 1 is aryl, Rl0. su bstituted aryl, heteroaryl or R^O-substituted heteroaryl; 



Ar2 is aryl, R"I1 -substituted aryl, heteroaryl or R 11 -substituted heteroaryl; 

L is selected from the group consisting of: 

a) a covalent bond; 

b) -( CH 2)q-, wherein q is 1-6; 

c) -(CH 2 )e-E-(CH 2 ) r , wherein E is -O-, -C(O)-, phenylene, -NR 22 - or 
-S(0)(«-, e is 0-5 and r is 0-5, provided that the sum of e and r Is 1-6; 

d) -(C 2 -Ce)alkenylene-; 

e) -(CH 2 )rV-(CH 2 ) g - wherein V is C 3 -C$cycloalkylene, f is 1-5 and 
g is 0-5, provided that the sum of f and g is 1 -6; and 




wherein M is -O-, -S-, -S(O)- or-S(0>2-; 

X, Y and 2 are each Independently selected from the group consisting of 
-CH 2 -, -CH(Ci-C 6 )alkyl- and -C(di-(Ci-C$)alkyl)-; 

R 8 is selected from the group consisting of H and alkyl; 
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R 10 and R 11 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
<C1-C6)alkyl, -OR 1 9 -O(C0)R 1 9 -0<CO)OR21 , -0(CH2)1-50R1 9 _ 
O(CO)NRl9R20 f _NRl9R20 t -NRl9(CO)R20 t -NRl^CCOORZI, 
-NR1 9(CO)NR20r25 j - NR 1 9sQ 2 R 21 , ^COOR^ 9, -CONR1 9 R 20 f -COR1 9 f _ 
SO2NR19r20, S(O)0-2R 21 , <>(CH2)1-10-COOR19 -O(CH 2 )l-10CONRl9R20 f . 
(C1-C6 alkylene)-COORl9, -CH=CH-COOr19 _CF3, -CN. -NO2 and halo; 

R 15 and R 17 are each independently selected from the group consisting of 
-OR 19 , -OC(0)R 1 *, -OC(0)OR 2 \ - 0C(0)NR 1 *R*°; 

R 16 and R 18 are each independently selected from the group consisting of H, 
(Ci-C 6 )alkyl and aryl; 

or R 15 and R 16 together are =0, or R 17 and R 1fl together are =0; 

d is 1,2 or 3; 
his 0,1, 2, 3 or 4; 
s is 0 or 1; 
tisOor 1; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1, and the sum of m, n p p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum of m ( n and p is 1-5; and provided that 
when p is 0 and s is 1, the sum of m, t and n is 1-5; 

v is 0 or 1; 

j and k are each independently 1-5, provided that the sum of j, k and v is 1-5; 

Q is a bond, -(CH2)q-, wherein q is 1-6, or, with the 3-position ring carbon of 
the azetidinone, forms the splro group 
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R 1 f-(R 13 ) ; 
(R 14 )b ' 



wherein R 12 is 



-CH-, -C(C.,-C 6 alkyl)-, -CF- 



C(OH)- -C(C 6 H 4 -R 23 )-, -N-, or- + NO- ; 



R 13 and R 14 are each independently selected from the group consisting of 
-CH2-, -CH(C1-C6 alkyl)-. -C(dKC-|-C6) alkyl), -CH=CH- and -C(Ci-Ce alkyl)=CH-; 
or R12 together with an adjacent R 13 , or R 12 together with an adjacent r14, form a - 
CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are each Independently 0, 1, 2 or 3, provided both are not zero; 
provided that when R1 3 is -CH=CH- or -C(Ci-Cs alkyl)=CH- f a is 1; provided that 
when R14 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1; provided that when a Is 2 or 
3, the Rl 3 's can be the same or different; and provided that when b is 2 or 3, the 
R^ 4 's can be the same or different; 

and when Q is a bond and L is 



then Ar 1 can also be pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, 
thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 

R 19 and R 20 are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ct-C6)alkyl; 
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R 21 is (Ci-C6)alkyl f aryl or R24. S ubstrtuted aryl; 

R22 i S h, (Ci-C6)alkyl. aryl (C<|-C6)alkyl, -C(0)R19 or -COOR19; 

R23 and R24 

are each independently selected from the group consisting of 1- 
3 substrtuents which are each independently selected from the group consisting of H, 
(Ci-C6)a!kyl, (Ci-C6)alkoxy, -COOH, N0 2l -NR19R20, _ OH and halo; and 

R25 is H f -OH or (Ci-C6)alkoxy. 



comprising: (a) a first amount of at least one sterol absorption inhibitor or a 
pharmaceutical^ acceptable salt or solvate thereof; and (b) a second amount of at 
least one other agent useful for the treatment of an autoimmune disorder, wherein 
the first amount and the second amount together comprise a therapeutically effective 
amount for the treatment or pr e v enti o n of an autoimmune disorder in a subject, 
wherein the at least one sterol absorption inhibitor is selected from the group 
consisting of sterol absorption inhibitors represented by the following Formulae: 

(a) Formula (I): 



26. (Currently Amended) 



A 



therapeutic 



combination 




(0 



or a pharmaceutical^ acceptable salt thereof or a solvate thereof, 
wherein: 



1 2 

Ar and Ar are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 



3 5 

Ar is aryl or R -substituted aryl; 
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X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyt)- and -C(dilower alkyl)-; 

2 q 

R and R are independently selected from the group consisting of -OR , 
-0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
q is 0 or 1 ; 
r is 0 or 1 ; 

m, n and p are independently selected from 0, 1, 2, 3 or 4; provided that at 
least one of q and r is 1, and the sum of m, n, p, q and r is 1, 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl. -OR 8 , -0(CO)R 6 , -0(CO)OR 9 , -CKCH^OR 6 , -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -coor 6 . 
-conrV, -cor 6 , -so 2 nr 6 r 7 . s^-.r 9 , -©(CH^^^-COOR 6 , 

-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 9 , -0(CO)R 6 , -0(CO)OR 9 , -©(CH^OR 6 , -0(CO)NR 8 R 7 , -NR 6 R 7 , 
-NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 8 S0 2 R 9 , -COOR 6 , -CONR 8 R 7 , 
-COR 8 , -S0 2 NR 6 R 7 , S(0)o. 2 R 9 , -©(CH^.^COOR 6 , -O(CH 2 ) 1 . 10 CONR 6 R 7 , 
-(lower alkylene)COOR e and -CH=CH-COOR 6 ; 

R , R and R are Independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
R is lower alkyl, aryl or aryl-substituted lower alkyl; 

(b) Formula (III): 
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R 1 

Ar 1 -A-Y^-C-2 PX Ar 3 

(III) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (III) above: 

1 3 

Ar is R -substituted aryl; 
Ar 2 is R 4 -sub$tituted aryl; 

3 5 

Ar is R -substituted aryl; 

Y and Z are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

A is selected from -0-, -$-, -S(O)- or -S(0) 2 -; 

1 6 6 9 

R is selected from the group consisting of -OR , -0(CO)R , -0(CO)OR and 

6 7 2 

-0(CO)NR R ; R Is selected from the group consisting of hydrogen, lower alkyl and 
aryl; or R 1 and R 2 together are =0; 

q is 1,2 or 3; 

p is 0, 1, 2, 3 or 4; 

5 

R is 1-3 substituents independently selected from the group consisting of 
-OR*, -0(CO)R 6 , -0(CO)OR 9 , -©(CH^OR 9 , -0(CO)NR 6 R 7 , -NR 6 R 7 , -NR 6 (CO)R ? f 
-NR*(CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 SO r lower alkyl, -NR $ S0 2 -aryl, -CONR 6 R 7 f - 
COR 6 , -S0 2 NR 9 R 7 , S(0) M -alkyl, SfO^-aryl, ^■O(CH 2 ) 1 . 10 -COOR 6 > -0(CHJ u 
10 CONR e R 7 , o-halogeno, m-halogeno, o-lower alkyl, m-lower alkyl, -(lower alkylene)- 
COOR 6 , and 
-CH=CH-COOR 6 ; 

3 4 

R and R are independently 1-3 substituents independently selected from the 
group consisting of R 5 , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and p-halogeno; 

6 7 6 

R f R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 
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R 9 is lower alkyl, aryl or aryl-substituted lower alkyl; 



(c) Formula (IV): 




(IV) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, * in 
Formula (IV) above: 

A is selected from the group consisting of R -substituted heterocycloalkyl, R - 
substituted heteroaryl, R 2 -substltuted benzofused heterocycloalkyl, and R 2 - 
substituted benzofused heteroaryl; 

1 3 

Ar is aryl or R -substituted aryl; 

2 4 

Ar is aryl or R -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

>~(R 6 )a 
/ R 7J | 

spiro group v ; and 

R 1 is selected from the group consisting of: 

-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH 2 ) e -G-(CH 2 ) P -, wherein G is -0-, -C(O)-, phenylene, -NR*- or 
-SfO)^., e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C 2 -C 6 alkenylene)-; and 

-(CH 2 ) r V-(CH 2 ) g -, wherein V is C y C $ cycloalkylene, f is 1-5 and g is 0- 
5, provided that the sum of f and g is 1-6; 
R 5 is selected from: 

-CH-, -C(C r C e alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 9 )-, -N- or- + NO' ; 
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6 7 

R and R are independently selected from the group consisting of 
-CH r , ^CH(C r C 6 alkyl)-, -C(di-(C r C 6 ) alkyl), -CH^CH- and 

-C(C r C e alkyl)=CH-; or R 5 together with an adjacent R $ , or R 5 together with an 
adjacent R 7 , form a -CH=CH- or a -CH-CfCj-Ce alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; provided 
that when R 8 is -CH=CH- or -C(C r C 6 alkyl)=CH-, a is 1 ; provided that when R 7 is 
-CH=CH- or -C(C r C 6 alkyl)=CH-, b is 1; provided that when a is 2 or 3, the R% can 

be the same or different; and provided that when b is 2 or 3, the R 7, s can be the 
same or different; 

and when Q is a bond, R 1 also can be selected from: 




where M is -O-, -S-, -S(O)- or -S(0) 2 -; 

X f Y and Z are independently selected from the group consisting of 
-CH 2 - -CH((VC 6 alkyl)- and -C(di-(C r C 6 ) alkyl); 

R t0 and R 12 are independently selected from the group consisting of 
-OR™ -0(CO)R 14 ( -0(CO)OR 16 and -0(CO)NR 14 R 15 ; 

R and R are independently selected from the group consisting of 
hydrogen, (C 1 -C 6 )alkyl and aryl; or R 10 and R 11 together are =0, or R 12 and R 13 
together are =0; 

d is 1, 2 or 3; 

his 0,1,2, 3 or 4; 

s is 0 or 1; t is 0 or 1; m, n and p are independently 0-4; provided that at 
least one of s and t is 1 , and the sum of m r n, p, s and t is 1-6; provided that when p 
is 0 and t is 1, the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1, 
the sum of m, t and n is 1-5; 

v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 
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2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C r C 10 )atkyl, (C 2 -C 10 )alkenyl, (C 2 -C 10 )alkynyl, 

(Cj-C^cycloalkyl, (Cj-C^cycloalkenyl, R 17 -substituted aryl, R 17 -substituted benzyl, 

R 1 ^substituted benzyloxy, R 17 *substrtuted aryloxy, halogeno, -NR 14 R 15 , 

NR 14 R 15 (C r C 6 alkylene)-, NR i4 R 15 C(0)(C r C e alkylene)- r NHC(0)R 16 , 

OH, alkoxy, -OC(0)R 16 , -COR 14 , hydroxy(C r C 6 )alkyl, (C r C 6 )alkoxy(C r 

C 6 )alkyl, N0 2 , -S^^R 16 , -S0 2 NR 14 R 15 and -(C,-C $ alkylene)COOR 14 ; when R 2 is a 

substituent on a heterocycloalkyl ring, R is as defined, or is =0 or ^o' ; 

2 

and, where R is a substituent on a substitutable ring nitrogen, it is hydrogen, 
(C r C 6 )alkyl, aryl, (C^C^alkoxy, aryloxy, (Cj-C^alkylcarbonyl, arylcarbonyl, hydroxy, 

-(CH 2 ) V3 CONR 18 R 18 , 

wherein J is -0-, -NH-, -NR 18 - or -CH 2 -; 

3 4 

R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^-C^alkyl, 

-OR 14 , -0(CO)R 14 , -0(CO)OR 16 , -0(CH 2 )^OR U , -0(CO)NR U R 1S , -NR 14 R 15 , 

-NR 14 (CO)R 15 , -NR 14 (CO)OR 16 , -NR 14 (C0)NR 15 R 19 , -NR 14 S02R 1< \ -COOR 14 , 

-C0NR 14 R 1S , -COR 14 , -S02NR 14 R 15 , S(O) 0 ^R 16 , -OtCH^o-COOR 14 , 

-OtCH^.^CONR'V 5 , -(C r C e alkylene)-COOR 14 , -CH=CH-COOR 14 . -CF 3 , -CN, - 
N0 2 and halogen; 

R 8 is hydrogen, (C r C 6 )alkyl, aryl (C r C 6 )alkyl, -C(0)R 14 or -COOR 14 ; 

R 9 and R 17 are independently 1-3 groups independently selected from the 
group consisting of hydrogen, ((^-Cgjalkyl, (Cf-C^alkoxy, -COOH, N0 2 , 

-NR 14 R 15 , OH and halogeno; 
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14 15 

R and R are independently selected from the. group consisting of 
hydrogen, (C^C^alkyl, aryl and aryl-substituted (C r C 6 )alkyl; 

R 16 is (C r C 6 )alkyl r aryl or R 1 ^substituted aryl; 

R 16 is hydrogen or (C^C^alkyl; and 

19 

R is hydrogen, hydroxy or (Cj-C^alkoxy; 
(d) Formula (V): 




(V) 

or a pharmaoeutically acceptable salt thereof or a solvate thereof, wherein, in 
Formula (V) above: 

Ar 1 is aryl, R 1 ^substituted aryl or heteroaryl; 

Ar 2 is aryl or R 4 -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
-CH(!ower alky))- and -C(dilower alkyl)-; 

R is -OR 6 , -0(CO)R 6 , -0(CO)OR 9 or -0(CO)NR e R 7 ; R 1 is hydrogen, lower 
alkyl or aryl; or R and R together are =0; 

q is 0 or 1; 

r is 0, 1 or 2; 

m and n are independently 0, 1, 2, 3, 4 or 5; provided that the sum of m, n 
and q is 1,2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OCCH^^gOR 6 , -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 SC>2R 9 , -COOR 6 , 

.a 
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-CONRV, -COR 6 , -S0 2 NR 6 R 7 , S(0)o. 2 R 9 , -ckch^o-coor 6 , 
-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

R 5 is 1-5 substituents independently selected from the group consisting of 
-OR 6 , -O(C0)R 6 , -0(CO)OR 9 , -OtCH^OR 6 , -0(CO)NR $ R 7 , -NR 6 R 7 , -NR 6 (CO)R 7 , 
-NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , -COR 6 , - 

so 2 nrV, S(O) 0 . 2 R 9 , -O(CH 2 V 10 -COOR 6 . -O(CH 2 ) 1 . 10 CONR 6 R 7 , -cf 3 , -cn, -no 2 , 
halogen, 

-(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 

10 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -©(CH^gOR 6 , -0(CO)NR 6 R 7 , 
-NR 6 R 7 -NR e (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 6 , -NR 6 S0 2 R 9 , -COOR 8 , 
-CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , -S(0)o. 2 R 9 , -O^H^.^-COOR 6 , 

-O(CH 2 ) 1 . 10 CONR 6 R 7 , -CF 3 , -CN, -NO z and halogen; 

(e) Formula (VI): 



R 4 

N Ri— (R2)v A / R20 



! 



or r 



■21 



or a pharmaceutically acceptable salt thereof or a solvate thereof, wherein: 
R1 is 

-CH-, -C(lower alkyl)-. -CF-, -C(OH)-, -C(C 6 H5)-, -C(C 6 H 4 -R 15 )-, 
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- N- or -*N O" ; 

i 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CHflower alkyl)-, -C(di-lower alkyl)-, -CH=CH« and -C(lower alkyl)=CH-; or 
R1 together with an adjacent R2, or R1 together with an adjacent R3, form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1 , 2 or 3, provided both are not zero; provided 
that when R2 is -CH=CH- or -C(lower alkyl)=CH-, v is 1; provided that when R3 is 
-CH=CH- or -C(lower alkyl)=CH-. u is 1; provided that when v is 2 or 3, the R2"s can 
be the same or different; and provided that when u is 2 or 3, the R3's can be the 
same or different; 

R4 is selected from B-(CH2)mC(0)-, wherein m is 0, 1, 2, 3, 4 or 5; 
B-(CH2)q-, wherein q is 0, 1 , 2, 3, 4, 5 or 6; 

B-(CH2) e -Z-(CH2)r. wherein Z is -O-, -C(O)-, phenylene, -N(R8)- or -S(0)o-2- e is 

0, 1, 2, 3, 4 or 5 and r is 0, 1 , 2, 3, 4 or 5, provided that the sum of e and r is 0, 1 . 2, 
3, 4, 5 or $; 

B-(C2-C6 alkenylene)-; 
EHC4-C6 alkadienylene)-; 

B-(CH2)fZ-(C2-C6 alkenylene)-, wherein Z is as defined above, and wherein t is 0, 

1, 2 or 3, provided that the sum of t and the number of carbon atoms in the 
alkenylene chain is 2, 3, 4. 5 or 6; 

B-(CH2)fV-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1, 2. 3, 4 or 5 and g is 0, 

1 , 2, 3 ( 4 or 5, provided that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-Ce alkenylene)- or 

B-(C2-C6 alkenylene)-V-(CH2)t-. wherein V and t are as defined above, provided 
that the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 
or 6; 

B-(CH2)a-Z-(CH2)b-V-(CH2)d-, wherein Z and V are as defined above and a, b and 
d are independently 0, 1 , 2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1, 2, 
3, 4, 5 or 6; or T-(CH2)s-. wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1, 

2, 3, 4, 5 or 6; or 
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R1 and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substrtuted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, thiazolyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 



W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyatkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, R7-benzyl, benzyloxy, 
R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, N02,-N(R8)(R9), N(Rs)(R9)-lower 
alkylene-, N(Rs)(R9)-lower alkylenyloxy-, OH, halogeno, -CN, -N3, -NHC(0)ORio, 
-NHC(0)R1 0. R1 1 02SNH-, (R1 1 02S)2N- f -S(0)2NH2, -S(O) 0 -2R8> tert- 
butyldimethyl-silyloxymethyl, -C(0)R<i2, -COOR19, -CON(Rs)(R9), 
CH=CHC(0)R1 2, -lower alkylene-C(Q)Ri 2, Rl oC(0)(lower alkylenyloxy)-, 



carbon atoms, 

and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(O)OR<|0f 
-C(0)R1 0, OH, N(R8)(R9Hower alkylene-,N(R8)(R9Hower alkylenyloxy-, - 
S(0)2NH2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, N02, -N(Rs)(R9), OH, and halogeno; 

R8 and R9 are independently selected from H or lower alkyl; 

R10 i$ selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzyl; 

R11 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyh 
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R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 
/ — v 

^ — f , -N(R8)(R9), lower alkyl, phenyl or R7-phenyl; 

R13 is selected from -0-, -CH2-, -NH-, -N(lower alkyl)- or -NC(0)R-|9; 

R15, R16 and R17 are independently selected from the group consisting of H 
and the groups defined forW; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 "S H, lower alkyl, phenyl or phenyl lower alkyl; and 
R20 and R21 are independently selected from the group consisting of phenyl, W- 

substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 
is as defined above; 



(f) 



Formula (VIlA) or (VllB): 



B'— D- 



or 



B 
I 

A 



R4 



(VI I A) 



I 


. : 




' N 
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(VIIB) 



or a pharmaceutical^ acceptable salt or solvate thereof, 
wherein: 



A is -CH=CH-, -C=C- or -(CH2)p- wherein p is 0, 1 or 2; 
B is 




B* is 




D is -(CH2)mC(0)- or -(CH2)q- wherein m is 1, 2, 3 or 4 and q is 2, 3 or 4; 

E Is C10 to C20 alky! or -C(0)-(C9 to Ci9)-a)kyl, wherein the alkyl is straight 
or branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH2)r wherein r is 0, 1, 2, or 3; 

Rl. R2. R3. Rr. R2'f and R3' are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)ORs f R6O2SNH- and -S(0)2NH2; 

R4 is 



wherein n is 0, 1 , 2 or 3; 

R5 is lower alkyl; and 

R6 is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the 
substituents are 1-3 groups independently selected from the group consisting of 
lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, lower alkylamino and 
dilower alkylamino; 
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(g) Formula (VIII): 



Ar -R -CL 




(VIII) 

or a pharmaceutical^ acceptable salt thereof or a solvate thereof, wherein, in 
Formula (VIII) above, 

R26 isHor OG 1 ; 

G and. G*l are independently selected from the group consisting of 

H -T^-IOR 3 , -<^Y..I 0 R 3 , -CH 2 -£\-'lOR 5 
"^C0 2 R 2 "^CHaOR 6 OR 3 OR4 

OR 3a 

and 4 OR 3 0 ^O^CH 2 R"; 

R 4 0//^"v/ provided that when R26 j s H or 

OH, G is not H; 

R, Ra and RD are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-alkoxy or-W-R30; 

W is independently selected from the group consisting of -NH-C(O)-, -O-C(O)- 
. -0-C(0)-N(R31)., -NH-C(0)-N(R31). and -0-C<S)-N(R31)-; 

R 2 and R 6 are independently selected from the group consisting of H, 
(Ci-C6)alkyl. aryl and aryl(C-|-C6)alkyl; 

R3, r4 r5^ r7 ( R3a anc j R4a are independently selected from the group 
consisting of H, (Ci-C6)alkyl, aryl(Ci-C6)alkyl, -C(0)(Ci-C6)alkyl and 
-C(0)aryl; 

J6368JJSOC 
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r30 j s selected from the group consisting of R 32 -substituted T, 
R 32 -substituted-T-(Ci -C6)alkyl, R 32 -substituted-(C2-C4)alkeny[, 
R 32 -substituted-(Ci-C6)alkyl, R 32 -substituted-(C3-C7)cycloalkyl and 
R32. su bstituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

r31 j s selected from the group consisting of H and (C-|-C4)alkyl; 

T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R 32 is independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy> methylenedioxy, oxo, (Ci~C4)alkylsulfanyl, 
(Ci^alkylsulfinyl, (Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, 
-C(0)-N((Ci -C4)alkyl)2, -C(0)-(Ci -C4)alkyl, -C(0)-(Ci -C4)alkoxy and 
pyrrolidinylcarbonyl; or R 32 j s a covalent bond and R 3 ^, the nitrogen to which it is 

attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (Ci-C4)alkoxycarbonyl-subsfrtuted pyrrolidinyl, piperidinyl, 
N-methylpiperazinyl, indolinyl or morpholinyl group; 

Ar 1 is aryl or R 1 ^substituted aryl; 

Ar 2 is aryl or R 11 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 



R1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-<CH2)e-E-(CH2)r-, wherein E is -0-, -C(O)-, phenylene, -NR 22 - or 
-S(O)0-2-. © is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-<C2-C6)alkenylene-; and 



forms the spiro group ( r1 \ 




'a 



; and 
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-(CH2)f-V-(CH2)g-. wherein V is C3-C6 cycloalkytene, f is 1-5 and g is 
0-5, provided that the sum of f and g is 1-6; 
Rl2i$ 

-CKCVCe alkyl)-, -CF-, -C(OH)-, -C^H^R 23 )-, -N-. or - + NO" ; 

and R 14 are independently selected from the group consisting of -CH2-, 
-CH(C1-C6 alky!)-. -G(di-(Ci-C6) alkyl), -CH=CH- and 

-C(Ci-C6 alkyl)=CH-; or R 12 together with an adjacent R13, or R12 together with an 
adjacent R 14 , form a -CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 

provided that when R"»3 is -CH=CH- or -C(Ci-Ce alkyl)=CH-, a is 1; 

provided that when R 14 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1; 

provided that when a is 2 or 3, the R 13 's can be the same or different; and 

provided that when b is 2 or 3, the r1 4 's can be the same or different; 

and when Q is a bond, R 1 also can be: 

R1S R 17 R 15 R15 

-M-Yd-C-Zf,-, -X m -(C) 8 -Y n -(C),-Zp*- or _x r (C) v -Y k -S(OV 2 -; 
R 16 R 18 rib R 16 

M is -O-, -S-, -S(Oy or -S(0)2S 

X, Y and Z are independently selected from the group consisting of -CH2-. 
-CH(C1-Ce)alkyl- and -C(di-(C1-C6)alkyl); 

R 10 and R 11 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Cl-C6)alkyl, -OR19, -0(C0)R19, -0(CO)OR21, -0(CH2)1-50R 1 9, 
-O(CO)NR19r20, . NR ig R 20 j -NR19(CO)R20, -NRl9(CO)OR21, 
-NR19(CO)NR20r25, -NR19S02R 2 1. -COOR™, -CONR19R20, -COR19, 
-SO2NRl9R20 f S(O)0-2R 21 , -0(CH2)1-10-COOR19 > -O(CH2)l-10CONRl9R20 f 
-(C1-C6 alkylene)-COORl9, -CH=CH-COOr19, .CF3, -CN, -NO2 and halogen; 
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R 15 and R 17 are independently selected from the group consisting of -OR 19 , 
-0(C0)R1 9 -0(CO)OR21 and -0(C0)NR1 9r20 ; 

R 1 6 and R 1 & are independently selected from the group consisting of H, 
(Ci-C6)alkyl and aryl; or R 15 and R 16 together are -O, or R 17 and R 18 together 
are =0; 

d is 1,2 or 3; 

hisO, 1,2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1; m, n and p are independently 0-4; 
provided that at least one of s and t is 1 1 and the sum of m, n, $ and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and 
provided that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

^(C) v -Y k -S(0)o. 2 - 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imtdazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

R 1 9 and R20 are independently selected from the group consisting of H, 
(Cl-C6)alkyl, aryl and aryl-substituted (Cl-Ce)alkyl; 

R21 is (C-|-C6)alkyl, aryl or R24_ S ubstituted aryl; 

R22 i S h, (Ci-C6)alkyl> aryl (Ci-C6)alkyl f -C(0)R 1 9 0 r -COOR 1 9; 

R23 

and R24 are independently 1-3 groups independently selected from the 
group consisting of H, (Cl-C6)alkyl, (Cl-C6)alkoxy, -COOH, NO2, 
.NR19R20, _oh and halogeno; and 

R25 is h, -OH or (Ci-Ce)alkoxy; and 

(h) Formula (IX): 
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Ar 1 L- 




or a pharmaceutical^ acceptable salt or solvate thereof, wherein in Formula (IX): 
R 1 is selected from the group consisting of H, G, G\ G 2 , -S0 3 H and -POjH; 



G is selected from the group consisting of: H, 



R 4 0 



R 5 G 



>4a. 



.OR 



OR J 



x C(0)OR 2 . 




OR 3a 



OR 3 >L JL 




CH 2 R° 



CH 2 R a 



and 



OR J 



CH 2 OR e 




PS 



.OR 



wherein R, R a and R D are each independently selected from the group 
consisting of H, -OH, halo, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)alkoxy or -W-R30; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N(R31)-, -NH-C(0)-N(R31). and 
-0-C(S)-N(R31)-; 
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R2 and R 6 are each Independently selected from the group consisting of H, 
(Ci-C6)alkyl T acetyl, aryl and aryl(Ci-C6)alkyI; 

R 3 , R 4 , R5 r7, R3a anc | R4a are each independently selected from the 
group consisting of H, (Ci-C6)alkyl, acetyl, aryl(Ci-C6)alkyl, -C(0)(C<j-C6)alkyl and - 
C(0)aryl; 

R 30 is independently selected from the group consisting of 
R 3 2-substituted T, R32- su bstitLrted-T-(C 1-C6)alkyl, R 3 2, S ubstrtuted-(C2-C4)alkenyl i 
R 3 2-substituted-(C 1 -C6)alkyl. R 32 -substituted-(C3-C7)cycloalkyl and R 3 2- 
substituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

R 31 is independently selected from the group consisting of H and (C-|- 
C4)alkyl; 

T is independently selected from the group consisting of phenyl, furyl, thienyl, 
pyrrolyl, oxazolyl, isoxazolyl, thiazofyl, isothiazolyl, benzothiazolyl, thiadiazolyl, 
pyrazolyl, imidazolyl and pyrldyl; 

R 32 is independently selected from 1-3 substituents which are each 
independently selected from the group consisting of H, halo, (Ci-C^alkyl, -OH, 
phenoxy. -CF3, -NO2, (Ci-C4)alkoxy F methylenedioxy, oxo, (Cl-C4)alkylsulfanyl, 
(Ci-C4)alkyteulfinyl t (Ci-C4)aIkylsulfonyl, -N(CH3)2. -C(0)-NH(C1-C4)alkyl. - c (°)- 
N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)aikyl, -C(OMC<hC4)a[koxy and pyrrolidinylcarbonyl; 

or R 32 is a covalent bond and R 31 , the nitrogen to which it is attached and R32 f 0rm 
a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or morphofinyl group, or a 
(Ci-C4)alkoxycarbonyl-substrtuted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

G 1 is represented by the structure: 
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R 34 is one to three substrtuents, each R 34 being independently selected from 
the group consisting of HOOC-, HO-, HS-, (CH 3 )S- t H 2 N-, (NH 2 )(NH)C(NH)-, 
(NH2)C(0)- and HOOCCH(NH 2 + )CH 2 SS-; 

R 35 is independently selected from the group consisting of H and NH*-; 

R 36 is independently selected from the group consisting of H, unsubstituted 
alkyl, R^-substituted alkyl, unsubstituted cycloalkyf and R^-substituted cyoloalkyl; 

G 2 is represented by the structure: 




wherein R and R are each independently selected from the group consisting of 
(CrCe)alkyl and aryl; 

r26 j S one to five substituents, each R 26 being independently selected from 
the group consisting of: 

a) H; 

b) -OH; 

c) -OCH 3 ; 

d) fluorine; 
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e) chlorine; 

f) -O-G; 
9) -O-G 1 ; 

h) ^O-G 2 ; 

i) -S0 3 H; and 
j) -PO3H; 

provided that when R 1 is H, R 26 is not H, -OH, -OCH 3 or -O-G; 

Ar1 is aryl, R^O-substituted aryl, heteroaryl or R 1 0-substituted heteroaryl; 



Ar2 is aryl f R 11 -substituted aryl, heteroaryl or R11 -substituted heteroaryl; 

L is selected from the group consisting of: 

a) a covalent bond; 

b) -(CH 2 ) q -, wherein q Is 1-6; 

c) -(CH 2 )e-E-(CH 2 )r, wherein E is -O-, -C(O)-, phenylene, -NR 22 - or 
-S(0)o-2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

d) -(C 2 -Ce)alkenylene-; 

e) .(CH 2 ) r V-(CH2) g - l wherein V is Ca-C^cycloalkylene, f is 1-5 and 
g is 0-5, provided that the sum of f and g is 1-6; and 



r« R R« r 
M— Y d — |— Xs— (C),— Y„— (6> a — Z5— * (C)v— Y k — $(0)^ 



wherein M is -O-, -S-, -S(O)- or-S(0)2-; 

X, Y and 2 are each independently selected from the group consisting of 
-CH r , -CH(CrC 6 )alkyl- and -C(di-(Ci-C 6 )alkyl)-; 

R 8 is selected from the group consisting of H and alkyl; 
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R 10 and R 1 1 are each independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of 
(Cl-C6)alkyl, -OR1 9 -0(C0)R1 9, -0(CO)OR21 , -0(CH2)1-50R 1 9 
O(CO)NR19r20 ? .nrI^rSO^ -NR19(CO)R20 -NRl^COPRZI, 
-NR 1 9(CO)NR20r25 -NR19S02R 21 , -COOR19 -CONR19r20 | -CORI 9 , - 
SO2NR19R20, S(O)0^2R 21 , -0(CH 2 )1-10-COOR 1 9 -O(CH2)1-10CONR19r20, _ 
(C1-C6 a!kylene)-COORl9 -CH=CH-COORl9 _CF3, -CN t -NO2 and halo; 

R 15 and R 17 are each independently selected from the group consisting of 
-OR 19 , -OC(0)R 19 , -OC(0)OR 21 , - OC(0)NR 19 R 20 ; 

R 16 and R 18 are each independently selected from the group consisting of H, 
(Cn-CeJalkyl and aryl; 

or R 15 and R 16 together are =0, or R 17 and R ie together are =0; 

d is 1 , 2 or 3; 
hisO, 1,2, 3 or 4; 
s is 0 or 1; 
t is 0 or 1 ; 

m, n and p are each independently selected from 0-4; 

provided that at least one of s and t is 1 , and the sum of m, n f p, s and t is 1-6; 
provided that when p is 0 and t is 1, the sum of m, n and p is 1-5; and provided that 
when p is 0 and s is 1 , the sum of m f t and n is 1-5; 

visOorl; 

j and k are each independently 1-5, provided that the sum of j, k and v is 1-5; 

Q is a bond, -(CH2)q-> wherein q is 1-6, or, with the 3-position ring carbon of 
the azetidinone, forms the splro group 

J63685.D0C 
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wherein R12 j s 



-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or - + NQ- ; 



R13 and r14 are each independently selected from the group consisting of 
-CH2-, -CH(C1~C6 alkyl)-, -C(di-(d-C6) alkyl), -CH=CH- and -C(C-|-C6 alkyl)=CH-; 

or R 1 2 together with an adjacent R 13 or R 12 together with an adjacent R 14 , form a - 
CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are each independently 0, 1, 2 or 3, provided both are not zero; 
provided that when R 13 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, a is 1; provided that 
when r14 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1; provided that when a is 2 or 
3, the R 13 's can be the same or different; and provided that when b is 2 or 3, the 
R 14 *s can be the same or different; 

and when Q is a bond and L is 



then Ar 1 can also be pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, 
thiazolyl. pyrazinyl, pyrimidinyl or pyridazinyl; 

R19 and R20 are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 




J63685.DOC 



95 



PAGE 99/111 * RCVD AT 615/2007 4:54:07 PM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-2/2 * DNIS:2738300 ■ CSID:412 471 4094 * DURATION (mm-ss):2644 



JUN-05-2007 17:25 The Webb Law Firm 412 471 4094 P. 100 

Application No. 10/700,909 

Paper Dated June 5, 2007 

In Reply to Office Action of March 5. 2007 

Attorney Docket No. CV06093US01 

R21 is (Ci-C6)alkyl. aryl or R24_ su bstituted aryl; 

R22 i S h, (Cl-C6)alkyl, aryl (Ci-C6)a!kyl, -C(0)R19 or -COOR19; 

R23 a ncJ R24 are eac h independently selected from the group consisting of 1- 
3 substituents which are each independently selected from the group consisting of H, 
(Ci-C6)alkyl, <Ci-C6)alkoxy, -COOH, NO2, -NR19R20, _ 0 H and halo; and 

R25 i $ h, -OH or (Ci-Ce)alkoxy. 
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